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Value of HTA – believer ( some US figures later) 
Ability to negotiate
SMC Remit and Function
Price Challenges
Price v Value
How to strengthen the process ?
Follow Government lead in terms of balance
 1) Scottish population early access to new medicines
 2) Protect the tax payer
 Mood music Threshold for decisions set by SG



SMC – What they do

• Mandatory feature of HIS core work programme

• ‘Once for Scotland’ new medicines HTA

• Evaluation and provision of advice to the health service 
on clinical and cost effectiveness

• Support patient group submissions and involvement at 
PACE meetings (for eligible medicines)

• Two stage process – New Drugs Committee/SMC

• Ensure that medicines offering good value are accepted 
quickly so that patients can benefit

•     Horizon Scanning Function.

Healthcare Improvement Scotland, SMC Presentation for ADTCs



How we do HTA (End of Life/Orphan)

Week 
1

Week 
22

Company submission on  new 
medicine

Critical appraisal of 
clinical and economic 

case 

New Drugs Committee (NDC): 
presentation of case and draft advice

Company comments on 
NDC advice 

SMC meeting: presentation 
of case and final decision 

Final advice issued 
on SMC website

Multi-disciplinary committees: doctors, 
pharmacists, nurses, public partners, industry, 

senior health service managers

Patient & Clinician Engagement (PACE): 
round table discussion on added value and 

consensus statement 

New/ 
revised PAS 

Clinical 
Expert 

comments



Stats: acceptance rates of all submissions (excluding  
non-submissions)

Healthcare Improvement Scotland, SMC Presentation for ADTCs



Stats: acceptance rates of all submissions (including  
non-submissions)



Stats: Cost-effectiveness plane of SMC decision making 
(decisions published April 2021 to Sept 2023)

Notes: Restricted to cost-utility analysis only. Excluding abbreviated submissions, UO initial 

assessments and collaborations. Accepted combination of Accepted, Accepted Restricted and 

Interim Acceptance.

Healthcare Improvement Scotland, SMC Presentation for ADTCs





No correlation of price to improvement in outcomes



Median annual Price  : approval based on ……

PFS $ 203 000Overall survival $ 185 000

RR  $239 000



Average cancer drug approved by FDA improves PFS by 2.3 months – HR sitting 0.6 – 0.8
This on average equates to a 2.1 months improvement in overall survival  HR sitting 0.8 -0.9 



DLBCL – example of challenge of data:  2023 
Rush to licence

First line 
 Polatuzumab 
  R-CHOP v Pola R CHP : RP3: Polarix : swapped out oncovin
  Primary endpoint : mPFS PET relapse q 6 weekly

Second line 
Polatuzumab + bendamustine + rituximbab:  v BR  :  80pt
 Randomised PH2  
 Primary endpoint CR

Axicabtegene ciloleucel v SOC:  RP3 : 360 pts
 Primary end point EFS:  

Glofitamab : 155pts
 Single arm Ph 2 :  RR

Loncastuximab : 145 pts
 Single arm Ph 2 :

Tafasitamab + lenalidomide :  80 pts
 Single arm Phase 2: Primary End point RR, mPFS, mDOR

Epcoritamab: 131 pts
  Single arm Phase 2: Primary End point RR, mPFS, mDOR



10.1056/nejmoa1109653 nejm.org



2011

Informed sensoring in treatment arm
Licenced on PFS 



Ann Oncol 2014 Dec;25(12):2357-2362. doi: 10.1093/annonc/mdu456.



March 2016



WoS audit result of Everolimus

Time on treatment – surrogate for PFS

mToT 2.7months

8/62 stopped cycle 1 due to toxicity – if excluded

mToT 3.1 months Overall Survival : 16.9 months 

Trial – Control mPFS 4.1 months, 
       Treatment mPFS 10.6 months

Trial – Control OS 26.6 months, 
       Treatment OS 31.0 months

68 patients 2016 – 2022.  Declined as a poster by UKBCG in 2022



Sotorasib
Single arm Phase 2 Codebreak 100

2021 March

• RR : 37%

• mPFS : 6.8 months

• mOS: 12.5

SMC Feb 2022 -approved



Scenario analysis



Sotorasib
Codebreak 200
FDA insisted on RP3
2023 – Feb

Interim acceptance – so to be reviewed
 

PFS: HR 0.66 (5.5 v 4.5 ) OS; HR 1.01 : 11.5 v 10.5 ( favour control )



Palbociclib 2016 
Paloma 2
CK 4/6 – targeted agent – no target
AB v A  trials
PFS to OS data 6 years

HR : 0.58 : 25 v 15 months : RR 42 v 35% HR 0.96 2022:  54 v 51 months



      

PFS

Stabilized inverse probability inerse weighting OS

OS in the trial: 54 v 51 months 



Adaptive HTA……..

Continuum of evidence generation

Clinical trials 

Conditional 
marketing 

authorisation 
(MA)

SMC Interim 
acceptance

SMC 
reassessment

SMC final 
decision

Observational 
data

Real world 
clinical 

outcomes

PROMs
Post 

marketing 
studies

Actual 
resource/ 
treatment 

costs
Expand to 

include 
medicines with 
ongoing studies 





Flatiron Health

• Established USA 2012 – tech start up

• Bought by Roche 2018

• Set up UK 2019 - Works with NICE

• HDR –UK – Health data research 



Efficacy/ Effectiveness Gap
• Marginal benefits in surrogate markers in trial populations result in even less benefit in real world 

populations.  

• This has dramatic effective on quality of life calculations

• Different populations: RW v ideal trial population
• Efficacy less

• Toxicity more  - which affects utility values in QUALY calculations

• Therapeutic window narrower

• Does this matter – in terms of ‘ THE TRUTH’ about efficacy – maybe not.  

• However, has significant effect on Value and ICER

• NICE HTA Innovations Lab and new funding 2024 from Voluntary Pricing Scheme for branded medicines for 
HTA assessment



Real World Data from Scotland
How should it be used?
  

Julie Clarke – Lead Pharmacist, Cancer Medicines Outcomes Programme

March 2024



Overview

• Vision 

• Programme evolution

• RWE in use



Patients 
& 

Clinicians

El
ec

tro
ni

c
Data

Lin
kage

Pa
tient Reported Outcome Measures

Vision: To better understand the real life impact of cancer medicines on cancer 
patients in Scotland

Patient, Population & Policy



Evolution

• Phase 1  (2016-2020)
• GGC to WoS; Safe Haven; Prostate, melanoma, colorectal, gynaecological

• Phase 2 (2020-2023)
• WoS to National; Myeloma, immunotherapy

• Transition (2023-24)
• National SACT data; test RWE with SMC, NCMAG, SCN



RWE for SMC / NCMAG

Aim: provide real world data to support SMC interim acceptance re-appraisal

• Who has received cemiplimab for advanced cutaneous squamous cell 
carcinoma?

• What are the baseline characteristics of this cohort?
• What are the outcomes of treatment?



RWE for Clinical decision making

• Early breast cancer SACT with SCN
• Immunotherapy refresh with exploratory adverse effects



2024 onwards

• What would you like to see?
• Best methods for engagement
• How to strengthen role of HTA
• Where should service provision and tumour testing fit in?
• Any new novel mechanisms for assessing cost effectiveness
• What should be the balance of priorities?
• Access to new medicines v delivery of service v uncertain data



THANK YOU 

Julie.clarke2@ggc.scot.nhs.uk 

 @CMOProgramme

mailto:Julie.clarke2@ggc.scot.nhs.uk
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