




https://www.nice.org.uk/guidance/indevelopment/gid-ta10872/documents






https://www.nice.org.uk/About/What-we-do/Our-Programmes/NICE-guidance/NICE-technology-appraisal-guidance
https://www.nice.org.uk/about/what-we-do/our-programmes/nice-guidance/nice-technology-appraisal-guidance/changes-to-health-technology-evaluation



































































































































































































































































































































































































file://///EgnyteDrive/costellomedical/Shared/Clients/Eli%20Lilly/Inflammatory%20Bowel%20Disease/ELI-HTAUK-MIR-01%20(Mirikizumab%20for%20UC)/1.%20NICE%20Submission/3.%20Final%20Submitted%20Documents/www.nice.org.uk/process/pmg36
https://www.nice.org.uk/guidance/ta633/evidence
https://www.nice.org.uk/guidance/ta521
https://www.nice.org.uk/guidance/ta596
https://www.nice.org.uk/guidance/ta723
https://www.nice.org.uk/guidance/ta803
https://www.nhs.uk/conditions/ulcerative-colitis/



https://clarivate.com/products/research-reports/report/dlsfim0009-biopharma-ulcerative-colitis-landscape-forecast/
https://clarivate.com/products/research-reports/report/dlsfim0009-biopharma-ulcerative-colitis-landscape-forecast/
https://ibdregistry.org.uk/wp-content/uploads/2021/07/2021-07-Annual-Biologics-Report-V01.pdf
https://ibdregistry.org.uk/wp-content/uploads/2021/07/2021-07-Annual-Biologics-Report-V01.pdf



https://www.nice.org.uk/guidance/ng130/chapter/recommendations#mild-moderate-and-severe-ulcerative-colitis
https://www.nice.org.uk/guidance/ng130/chapter/recommendations#mild-moderate-and-severe-ulcerative-colitis
https://www.nice.org.uk/guidance/ta329
https://www.nice.org.uk/guidance/ta342
https://www.nice.org.uk/guidance/ta792
https://www.nice.org.uk/guidance/ta828



https://www.ema.europa.eu/en/documents/product-information/stelara-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/stelara-epar-product-information_en.pdf
https://www.nice.org.uk/guidance/ta547
https://www.nice.org.uk/guidance/indevelopment/gid-ta10866



https://www.fda.gov/files/drugs/published/Ulcerative-Colitis--Clinical-Trial-Endpoints-Guidance-for-Industry.pdf
https://www.fda.gov/files/drugs/published/Ulcerative-Colitis--Clinical-Trial-Endpoints-Guidance-for-Industry.pdf
https://www.ema.europa.eu/en/documents/product-information/rinvoq-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/rinvoq-epar-product-information_en.pdf



https://www.ema.europa.eu/en/documents/product-information/remicade-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/remicade-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/humira-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/humira-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/simponi-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/simponi-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/entyvio-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/entyvio-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/xeljanz-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/xeljanz-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/jyseleca-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/jyseleca-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/zeposia-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/zeposia-epar-product-information_en.pdf
https://www.ons.gov.uk/releases/nationallifetableslifeexpectancyintheuk2018to2020
https://www.mims.co.uk/
https://bnf.nice.org.uk/






https://htai.org/interest-groups/pcig/
https://www.cambridge.org/core/journals/international-journal-of-technology-assessment-in-health-care/article/development-of-an-international-template-to-support-patient-submissions-in-health-technology-assessments/2A17586DB584E6A83EA29E3756C37A14






https://www.nice.org.uk/guidance/ng130



















































https://crohnsandcolitis.org.uk/
https://www.nice.org.uk/about/nice-communities/nice-and-the-public/public-involvement
https://www.nice.org.uk/about/nice-communities/nice-and-the-public/public-involvement
https://www.nice.org.uk/about/nice-communities/nice-and-the-public/public-involvement/support-for-vcs-organisations/help-us-develop-guidance/guides-to-developing-our-guidance
https://www.nice.org.uk/about/nice-communities/nice-and-the-public/public-involvement/support-for-vcs-organisations/help-us-develop-guidance/guides-to-developing-our-guidance
https://www.nice.org.uk/about/nice-communities/nice-and-the-public/public-involvement/support-for-vcs-organisations/help-us-develop-guidance/guides-to-developing-our-guidance
https://www.nice.org.uk/about/nice-communities/nice-and-the-public/public-involvement/support-for-vcs-organisations/help-us-develop-guidance/guides-to-developing-our-guidance
https://www.eupati.eu/guidance-patient-involvement/
https://www.eupati.eu/guidance-patient-involvement/
https://www.efpia.eu/media/288492/working-together-with-patient-groups-23102017.pdf
https://www.efpia.eu/media/288492/working-together-with-patient-groups-23102017.pdf
https://nationalhealthcouncil.org/issue/value/
http://www.inahta.org/
http://www.inahta.org/wp-content/themes/inahta/img/AboutHTA_Policy_brief_on_HTA_Introduction_to_Objectives_Role_of_Evidence_Structure_in_Europe.pdf
http://www.inahta.org/wp-content/themes/inahta/img/AboutHTA_Policy_brief_on_HTA_Introduction_to_Objectives_Role_of_Evidence_Structure_in_Europe.pdf
http://www.inahta.org/wp-content/themes/inahta/img/AboutHTA_Policy_brief_on_HTA_Introduction_to_Objectives_Role_of_Evidence_Structure_in_Europe.pdf






https://www.nhs.uk/conditions/ulcerative-colitis/
https://www.england.nhs.uk/publication/2019-20-national-cost-collection-data-publication/
https://www.england.nhs.uk/publication/2019-20-national-cost-collection-data-publication/
http://s3-eu-west-1.amazonaws.com/files.crohnsandcolitis.org.uk/Publications/ulcerative-colitis.pdf
http://s3-eu-west-1.amazonaws.com/files.crohnsandcolitis.org.uk/Publications/ulcerative-colitis.pdf
https://clarivate.com/products/research-reports/report/dlsfim0009-biopharma-ulcerative-colitis-landscape-forecast/
https://clarivate.com/products/research-reports/report/dlsfim0009-biopharma-ulcerative-colitis-landscape-forecast/
https://www.nice.org.uk/guidance/ta547



https://www.ema.europa.eu/en/documents/product-information/stelara-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/stelara-epar-product-information_en.pdf
https://clinicaltrials.gov/ct2/show/NCT03524092
https://www.clinicaltrials.gov/ct2/show/NCT02589665
https://clinicaltrials.gov/ct2/show/NCT03518086



https://clinicaltrials.gov/ct2/show/NCT03519945
https://www.nice.org.uk/guidance/ta342
https://www.nice.org.uk/guidance/ta633/evidence
























































































































https://www.ema.europa.eu/en/documents/product-information/remicade-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/remicade-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/humira-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/humira-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/simponi-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/simponi-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/entyvio-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/entyvio-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/xeljanz-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/xeljanz-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/stelara-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/stelara-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/jyseleca-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/jyseleca-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/zeposia-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/zeposia-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/rinvoq-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/rinvoq-epar-product-information_en.pdf
https://www.nice.org.uk/guidance/ta633/evidence
https://www.nice.org.uk/guidance/ta547
https://www.nice.org.uk/guidance/ta792
https://www.nice.org.uk/guidance/ta828





















































































































































































































https://www.ncbi.nlm.nih.gov/books/NBK310368/









https://crohnsandcolitis.org.uk/our-work/about-us/our-reports



https://www.nice.org.uk/guidance/ng130/chapter/Recommendations
https://www.sciencedirect.com/science/article/pii/S1873994612004047#t0020



https://www.ibduk.org/
https://www.crohnscolitisfoundation.org/sites/default/files/2020-03/anemia.pdf
https://www.bsg.org.uk/resource/bsg-consensus-guidelines-ibd-in-adults.html















https://s3.eu-west-2.amazonaws.com/files.ibduk.org/documents/CROJ8096-IBD-National-Report-WEB-210427-2.pdf
https://www.bsg.org.uk/resource/bsg-consensus-guidelines-ibd-in-adults.html
https://www.bsg.org.uk/resource/bsg-consensus-guidelines-ibd-in-adults.html












https://www.nice.org.uk/about/who-we-are/policies-and-procedures/nice-equality-scheme






https://www.nice.org.uk/privacy-notice



http://www.southampton.ac.uk/shtac
































































































https://www.ema.europa.eu/en/documents/overview/entyvio-epar-summary-public_en.pdf
https://www.ema.europa.eu/en/documents/overview/entyvio-epar-summary-public_en.pdf
https://www.ema.europa.eu/en/documents/overview/entyvio-epar-summary-public_en.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2019/125476s024lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2019/125476s024lbl.pdf





























































































https://www.nice.org.uk/guidance/ta633/evidence
https://www.nice.org.uk/guidance/ta329
https://www.nice.org.uk/guidance/ta342
https://www.nice.org.uk/guidance/ta547
https://www.nice.org.uk/guidance/ta828
https://www.nice.org.uk/guidance/ta792
https://www.nice.org.uk/guidance/indevelopment/gid-ta10866
https://www.fda.gov/files/drugs/published/Ulcerative-Colitis--Clinical-Trial-Endpoints-Guidance-for-Industry.pdf
https://www.fda.gov/files/drugs/published/Ulcerative-Colitis--Clinical-Trial-Endpoints-Guidance-for-Industry.pdf



https://mc-stan.org/
https://bnf.nice.org.uk/

















































	NATIONAL INSTITUTE FOR HEALTH AND CARE EXCELLENCE
	SINGLE TECHNOLOGY APPRAISAL
	1. Company submission from Eli Lilly:
	a. Full submission
	b. Summary of Information for Patients (SIP)
	2. Addendum to the company submission
	3. Clarification questions and company responses
	4. Patient group, professional group, and NHS organisation submission from:
	ï¿½ï¿½�a�.� �a�.� �C�r�o�h�n ˇ�s� �&� �C�o�l�i�t�i�s� �U�K
	5. External Assessment Report prepared by Southampton Health Technology Assessments Centre
	6. External Assessment Group response to factual accuracy check of EAR
	Any information supplied to NICE which has been marked as confidential, has been redacted. All personal information has also been redacted.
	e1b839b1-af89-4f81-970e-f45eda07a44e.pdf
	Contents
	List of Tables
	List of Figures
	B.1 Decision problem, description of the technology and clinical care pathway
	B.1.1 Decision problem
	B.1.2 Description of the technology being evaluated
	B.1.3 Health condition and position of the technology in the treatment pathway
	B.1.3.1 Disease overview
	B.1.3.2 Burden of disease
	B.1.3.3 Clinical pathway of care

	B.1.4 Equality considerations

	B.2 Key drivers of the cost effectiveness of the comparator(s)
	B.2.1 Clinical outcomes and measures
	B.2.2 Resource use assumptions

	B.3 Clinical effectiveness
	B.3.1 Identification and selection of relevant studies
	B.3.2 List of relevant clinical effectiveness evidence
	B.3.3 Summary of methodology of the relevant clinical effectiveness evidence
	B.3.3.1 Trial design and methodology
	B.3.3.1.1 LUCENT-1
	B.3.3.1.2 LUCENT-2

	B.3.3.2 Baseline characteristics
	B.3.3.2.1 LUCENT-1
	B.3.3.2.1 LUCENT-2

	B.3.3.3 Outcome definitions

	B.3.4 Statistical analysis and definition of study groups in the relevant clinical effectiveness evidence
	B.3.4.1 Trial populations
	B.3.4.2 Patient disposition
	B.3.4.3 Statistical methods

	B.3.5 Critical appraisal of the relevant clinical effectiveness evidence
	B.3.6 Clinical effectiveness results of the relevant studies
	B.3.6.1 LUCENT-1
	B.3.6.1.1 Clinical remission at Week 12
	B.3.6.1.2 Alternate clinical remission at Week 12
	B.3.6.1.3 Clinical response at Week 12
	B.3.6.1.4 Endoscopic remission at Week 12
	B.3.6.1.5 Symptomatic remission at Week 12
	B.3.6.1.6 Bowel urgency NRS at Week 12
	B.3.6.1.7 Histologic-endoscopic mucosal improvement at Week 12

	B.3.6.2 LUCENT-2
	B.3.6.2.1 Clinical remission at Week 40
	B.3.6.2.2 Alternate clinical remission at Week 40
	B.3.6.2.3 Maintenance of clinical remission rates at Week 40
	B.3.6.2.4 Endoscopic remission at Week 40
	B.3.6.2.5 Corticosteroid-free remission without surgery at Week 40
	B.3.6.2.6 Histologic-endoscopic mucosal remission rates at Week 40
	B.3.6.2.7 Bowel urgency NRS improvement at Week 40
	ï¿½ï¿½�B�.�3�.�6�.�2�.�8� �B�o�w�e�l� �u�r�g�e�n�c�y� �r�e�m�i�s�s�i�o�n� �a�t� �W�e�e�k� �4�0� �a�m�o�n�g� �c�l�i�n�i�c�a�l� �r�e�s�p�o�n�d�e�r�s� �w�i�t�h� �u�r�g�e�n�c�y� �N�R�S� "e�3� �a�t� �i�n�d�u�c�t�i�o�n� �b�a�s�e�l�i�n�e
	B.3.6.2.9 Efficacy in patients with loss of response Symptomatic response and remission rates through the re-induction period
	B.3.6.2.10 Efficacy in mirikizumab induction non-responders


	B.3.7 Subgroup analysis
	B.3.8 Meta-analysis
	B.3.9 Indirect and mixed treatment comparisons
	B.3.9.1 Identification and selection of relevant studies
	B.3.9.2 Feasibility assessment
	B.3.9.2.1 Population
	B.3.9.2.2 Study design
	B.3.9.2.3 Approved doses and regimens for treatment and comparators
	B.3.9.2.4 Outcomes of interest
	B.3.9.2.5 Summary of trials included in the NMA

	B.3.9.3 Methodology
	B.3.9.3.1 Subgroup analyses
	B.3.9.3.2 Explorative analysis for baseline risk adjustment

	B.3.9.4 Results
	ï¿½ï¿½�B�.�3�.�9�.�4�.�1� �E�f�f�i�c�a�c�y� �o�u�t�c�o�m�e�s� �(�b�i�o�l�o�g�i�c�-�n�a�ï¿½�v�e� �p�o�p�u�l�a�t�i�o�n�)
	B.3.9.4.2 Efficacy outcomes (biologic-failed population)
	B.3.9.4.3 Safety outcomes (overall mixed population)

	B.3.9.5 Uncertainties in the indirect and mixed treatment comparisons
	B.3.9.6 Conclusions

	B.3.10 Adverse reactions
	B.3.10.1 Overview of adverse events
	B.3.10.2 Treatment-emergent adverse events
	B.3.10.3 Serious adverse events
	B.3.10.3.1 Serious infections

	B.3.10.4 Adverse events of special interest
	B.3.10.5 Discontinuations due to adverse events

	B.3.11 Conclusions about comparable health benefits and safety
	B.3.12 Ongoing studies

	B.4  Cost-comparison analysis
	B.4.1 Changes in service provision and management
	B.4.2 Cost-comparison analysis inputs and assumptions
	B.4.2.1 Features of the cost-comparison analysis
	B.4.2.1.1 Induction phase model structure
	B.4.2.1.2 Post-induction treatment (maintenance phase) Markov structure
	B.4.2.1.3 Cycle length
	B.4.2.1.4 Efficacy in the induction period
	B.4.2.1.5 Efficacy in the maintenance state
	B.4.2.1.6 Efficacy in the off-treatment state
	B.4.2.1.7 Patient characteristics
	B.4.2.1.8 Mortality

	ï¿½ï¿½�B�.�4�.�2�.�2� �I�n�t�e�r�v�e�n�t�i�o�n� �a�n�d� �c�o�m�p�a�r�a�t�o�r�s ˇ� �a�c�q�u�i�s�i�t�i�o�n� �c�o�s�t�s
	ï¿½ï¿½�B�.�4�.�2�.�3� �I�n�t�e�r�v�e�n�t�i�o�n� �a�n�d� �c�o�m�p�a�r�a�t�o�r�s ˇ� �h�e�a�l�t�h�c�a�r�e� �r�e�s�o�u�r�c�e� �u�s�e� �a�n�d� �a�s�s�o�c�i�a�t�e�d� �c�o�s�t�s
	B.4.2.3.1 Administration costs
	B.4.2.3.2 Disease management costs

	B.4.2.4 Adverse reaction unit costs and resource use
	B.4.2.5 Miscellaneous unit costs and resource use
	B.4.2.6 Model validation
	B.4.2.7 Uncertainties in the inputs and assumptions

	B.4.3 Base-case results
	B.4.4 Sensitivity and scenario analyses
	B.4.4.1 One-way sensitivity analysis
	B.4.4.2 Scenario analyses

	B.4.5 Subgroup analysis
	B.4.6 Interpretation and conclusions of economic evidence

	B.5 References
	x

	cf2d262f-53a1-448d-8222-1ee427fbb64a.pdf
	NATIONAL INSTITUTE FOR HEALTH AND CARE EXCELLENCE
	Single technology appraisal
	Summary of Information for Patients (SIP):

	60d1c010-2437-4e54-bdf9-bac8a2f6824b.pdf
	Contents
	List of tables
	List of figures
	Section 1 Summary of changes from original Company Submission
	Section 2 Updated NMA results
	ï¿½ï¿½�S�e�c�t�i�o�n� �2�.�1� �E�f�f�i�c�a�c�y� �o�u�t�c�o�m�e�s� �(�b�i�o�l�o�g�i�c�-�n�a�ï¿½�v�e� �p�o�p�u�l�a�t�i�o�n�)�:� �a�m�e�n�d�e�d� �f�r�o�m� �S�e�c�t�i�o�n� �B�.�3�.�9�.�4�.�1
	Section 2.1.1 Induction
	Section 2.1.2 Maintenance

	Section 2.2 Efficacy outcomes (biologic-failed population): amended from Section B.3.9.4.2
	Section 2.2.1 Induction
	Section 2.2.2 Maintenance

	Section 2.3 Safety outcomes (overall mixed population): amended from Section B.3.9.4.3
	Section 2.3.1 Induction

	Section 2.4 Conclusions: amended from Section B.3.9.6
	Section 3 Updated cost-comparison analysis
	Section 3.1 Cost-comparison inputs and assumptions: amended from Section B.4.2
	Section 3.1.1 Features of the cost-comparison analysis
	Section 3.1.1.1 Efficacy in the induction period: amended from Section B.4.2.1.4
	Section 3.1.1.2 Efficacy in the maintenance state: amended from B.4.2.1.5
	Section 3.1.2 Uncertainties in the inputs and assumptions: amended from Section B.4.2.7

	Section 3.2 Base case results: amended from Section B.4.3
	Section 3.3 Sensitivity and scenario analyses: amended from B.4.4
	Section 3.3.1 One-way sensitivity analysis: amended from Section B.4.4.1
	Section 3.3.2 Scenario analyses: amended from Section B.4.4.2

	Section 3.4 Updated interpretations and conclusions of economic evidence: amended from Section B.4.6
	Section 4 References
	Section 5 Identification and selection of relevant studies: amended from Appendix D.1
	Section 5.1 Summary of trials used for indirect comparison (amended from Appendix D.1.5)
	Section 5.2 Explorative analysis for baseline risk adjustment (amended from Appendix D.1.6.2)
	Section 5.3 Updated NMA results: additional base-case results (amended from Appendix D.1.10)
	ï¿½ï¿½�S�e�c�t�i�o�n� �5�.�3�.�1� �E�f�f�i�c�a�c�y� �o�u�t�c�o�m�e�s�:� �b�i�o�l�o�g�i�c�-�n�a�ï¿½�v�e� �p�o�p�u�l�a�t�i�o�n�:� �a�m�e�n�d�e�d� �f�r�o�m� �A�p�p�e�n�d�i�c�e�s� �S�e�c�t�i�o�n� �D�.�1�.�1�0�.�1
	Section 5.3.1.1 Induction: Clinical response and remission
	Section 5.3.1.2 Induction: Mucosal healing
	Section 5.3.1.3 Maintenance: Clinical response and remission
	Section 5.3.1.4 Maintenance: Mucosal healing
	Section 5.3.2 Efficacy outcomes: biologic-failed population: amended from Appendices Section D.1.10.2
	Section 5.3.2.1 Induction: Clinical response and remission
	Section 5.3.2.2 Induction: Mucosal healing
	Section 5.3.2.3 Maintenance: Clinical response and remission
	Section 5.3.2.4 Maintenance: Mucosal healing
	Section 5.3.3 Safety outcomes: overall population: amended from Appendices Section D.1.10.3
	Section 5.3.3.1 Induction: All cause discontinuation
	Section 5.3.3.2 Induction: Serious adverse events


	d4f21d86-b185-4d94-be01-3fe796e7dd7c.pdf
	NATIONAL INSTITUTE FOR HEALTH AND CARE EXCELLENCE
	Single technology appraisal: cost comparison
	Clarification questions
	January 2023
	CQ 1. CS Section B.4.2.1 Efficacy.  In CS Tables 37 (Page 115, CS Document B) and in Section B.4.2.1.5 (Page 116, CS Document B), the company reports the calculated absolute probabilities of response (including remission) in the induction and maintena...
	a. Please provide reference of the appropriate NMA results tables in the company submission that inform the calculations.
	b. PRIORITY QUESTION: Please provide step-by-step calculations for how these probabilities were obtained from the response rates.
	ï¿½ï¿½�C�Q� �2�.� �T�h�e� �E�A�G� �h�a�s� �n�o�t�e�d� �t�h�e� �f�o�l�l�o�w�i�n�g� �i�n�c�o�n�s�i�s�t�e�n�c�i�e�s� �(�h�i�g�h�l�i�g�h�t�e�d� �i�n� �B�L�U�E� �i�n� �T�a�b�l�e� �4� �b�e�l�o�w�)� �i�n� �t�h�e� �c�o�n�f�i�d�e�n�c�e� �i�n�t�e�r�v�a�l�s� �f�o�r� �t�h�e� �r�e�s�p�o�n�s�e� �r�a�t�e� �f�o�r� �B�i�o�l�o�g�i�c�-�n�a�ï¿½�v�e� �s�u�b�g�r�o�u�p�.� �P�l�e�a�s�e� �c�l�a�r�i�f�y� �w�h�y� �t�h�e�r�e� �i�s� �t�h�i�s� �i�n�c�o�n�s�i�s�t�e�n�c�y� �a�n�d� �w�h�i�c�h� �c�o�n�f�i�d�e�n�c�e� �i�n�t�e�r�v�a�l�s� �a�.�.�.
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