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Challenges in the characterisation
of background rates in general:

Heterogeneity



Age and sex stratified incidence rates for 15 AESI

Non-haemorrhagic Acute myocardial Deep vein Haemorrhagic Pulmonary
stroke infarction thrombosis stroke embolism
o ¥ 10000 N
A *Tﬁo' 04 4._,n . | Q!A
E §a 1000 o" 1 Ao A ﬂ v ﬁ ".‘{zgf
& of Jae= o*: 948.4° ® f' = .‘.A“: :::A!?..A\v
S5 100 o4 A »4%‘* it — srgationtt™s
gg oAe 'A A .:.: ';,_.A.A
=g 1 _': 7\ A®, g efca
- 10 3 L E 84345, (CA_A
.t" = J02%a 'k A
e o A o @ e, .2
1 .A'
0'11111111111\11111/ 1NN T T Y T O O 74 T N T N T T T T Y | ] [N [ L STy o S T N S | Y \Llll[lllllllllll/
Immune Myocarditis or
Appendicitis Bell’s palsy Anaphylaxis thrombocytopenia pericarditis
¥ 1000 a
Qo ®
3 g .A oA
=g ”"‘ a94840a A s 4
38 100 gxets. 348 VS L343 it e g 2 x - Jelet
g5 .g, 24, RE " ._ﬁ;,;g,g. R 'f ."l ig N % T 3:§ g4
.‘2§ 282,44 , J"fs“ ®a "lﬂ: A A:*’ﬁ A, 8 " :A;fh k.ﬁ Ae“ﬁ A
e 10 = vt = @*T-f ‘3*!%‘-"‘,*’“*;‘:*‘7‘* —t@—A@i‘ A0, 4,04
o A , ; 48 § t' o o *4
o .‘s .onw
- A A i A
1 [ J
0‘111111'1111111111 1 B IS N T BN AR R IR 0N S = I T A O M T O I O (T O D I A 1 N (Y A Y VO L O U I | S TN T N S N R N N N N — —
® Female ™ |QVIA AUSTRALIA ™ OPTUM_EHR US m MDCD_US CUMC_US
A Male = IQVIA_FRANCE m OPTUM_SES US = MDCR_US SIDIAP_H_SPAIN

©2021 by British Medical Journal Publishing Group

= |QVIA_GERMANY = CCAE_US

= JMDC_JAPAN

Classified as intXiAtOageiretabr-BMI2021;373:bmjsni435

= CPRD_GOLD_UK = [PCI_NETHERLANDS




Age and sex stratified incidence rates for 15 AESI
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Choices

* Great heterogeneity
depending on choices e.g.
anchoring vs random vs
fixed date (eg 1% Jan)

e This affects more for
shorter time rate
estimation eg 28-day rates
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Ostropolets A et al. Front Pharmacol 2022



CONCLUSIONS

* Background rates are not “one number” ...

* |If “one number” is really needed, we need to
adjust/standardize by age & sex

* Must use the same data for obs & exp rates (next sections)
e Bear in mind the impact of “anchoring” e.g. post-vaxx
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Challenges in the characterisation
of background rates of TTS:

Measurements + Diaghoses



There’s no code for TWT/VITT ...

Phenotype Algorithms for the Identification and Characterization of Vaccine-Induced Thrombotic Thrombocytopenia

Thrombosis

Thrombocytopenia

Research questions :

1. What is the estimated background rate of TWT?
2. Are TWT patient profiles comparable to VITT
patient profiles?

3. What events make up thrombosis among TWT patients
4. How to capture thrombocytopenia across data sources ?

All Thrombosis
* Broad*

Thrombosis subtypes

Deep Venus thrombosis (DVT) broad* * Splenic thrombosis

Deep Venus thrombosis (DVT) narrow* * Hepatic thrombosis

Pulmonary Embolism (PE) * Portal/visceral or mesenteric

Myocardial infarction (MI) thrombosis

Ischemic stroke Other intraabdominal

Hemorrhagic stroke thrombosis

Intestinal infarction Cerebral vascularsinus
thrombosis (CVST) broad*

Cerebral vascular sinus

Using platelet Measurement
*  £150,000 per microliter
*  £120,000 per microliter

Using a diagnosis code or a plateletmeasurementof <
150,000 per microliter

5. What is the background frequency of platelet count measures among
patients with new thrombosis
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Thrombocytopenia

v
Thrombosis
platelet < TWT(1) TWT(2)
150,000
platelet < TWT(3) TWT(4)
120,000

Diagnosiscode  TWT(5) TWT(6)
or platelet <
150,000

A Shoaibi et al. Drug Saf 2022



Diagnosis + Measurements availability...

Table 3 Incidence proportion of platelet measures among patients with thrombotic events and the frequency of a platelet measurement
< 150,000 per microliter among those with a platelet measure

Data source Thrombosis events Any platelet measure Proportion of plate- Platelet < Proportion of platelet < 150,000/
N N let measures (%) 150,000/ul among any platelet measure (%)
N
FIMIM-IMASIS 27,841 24.545 88.16 | 4787 19.50
HIC 64,231 49,851 77.61 5464 10.96
CUMC 234,584 134,499 57.34 31.439 23.37
Optum_EHR 3,684,392 1,781,677 48.36 322,018 18.07
CC_Serbia 19,236 5079 26.40 1179 23.21
IQVIA_Australia 18,272 3523 19.28 133 3.78
SIDIAP 414.458 79.106 19.09 10,625 13.43
IQVIA_Germany 395,295 28,072 7.10 1553 5.53
CPRD 412,313 27,621 6.70 1401 5.07
Biobank_ UK 39,305 2182 5.55 v 53 2.43

+ many RWD assets (e.g. most health claims) DO NOT HAVE any measurement data
+ no RWD asset that | know of has data on anti-PF4 (or similar) measurements
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CONCLUSIONS (2)

TwT is a new syndrome, with no bespoke SNOMED/ICD code

ldentification in RWD depends on the presence of diagnostic
codes + lab data

% of lab measurement/s presence will determine % TwT
No PF4 or similar antibody measurements readily available
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Background rates of TwT in
8 European datasets
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Obs (post-vaxx) / Expected (background)
in CPRD AURUM (UK) data
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Obs (post-vaxx) / Expected (background)
in CPRD AURUM (UK) data (ii)
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Obs (post-vaxx) / Expected (background
in CPRD AURUM (UK) data (iii
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