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Source of information Pharmacist; n (%) (N = 280)

 Pharmacy IT system 156 (55.7)
‘ Data sheets from Swiss Community Pharmacy Association 43 (15.4)
‘ Articles provided by a training organization 36 (12.9)
‘ Federal Office of Public Health (FOPH) website 25 (89)
‘VOther‘ 12 (43)
- None 725
‘7 Don’t know/Don’t want to answer 1(0.3)

"Cifhier somecne sepantad:this Mctive bf ixrtecinl Mocurneces (5= 3), b sasking dosinpats s

ble (r

) netCare (n = 1), other studies (n
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Reason to
prescribe

It allows to deliver an
equally effective

In case of identical OTC
medication (e.g., cetirizine
10 mg tabs)

OTC: N = 211 (75.6%)

PP list: N = 68 (24.4%)

In case of similar OTC medication
(e.g., acute pain: acetaminophen
1g VS 500 mg)

OTC: N = 209(74.9%)

PP list: N = 70 (25.1%)

In case of OTC medication in the
same therapeutic class (e.g.,
disorder of GIT: mebeverine VS
Iberogast®)

OTC: N = 235 (84.8%)

PP list: N = 42 (15.2%)

medication
OTC medication 124 (58.8%) 115 (55.0%) 121 (51.9%)
PP list 42 (61.8%) 50 (71.4%) 27 (643%)
It is easier | |
OTC medication | 119 (56.4%) | 99 (47.4%) 106 (45.5%)
PP list 45 (66.2%) 35 (50.0%) 24 (57.1%)
It does not require the
payment of the service
OTC medication | 114 (54.0%) | 93 (44.5%) 94 (40.3%)
PP list 23 (33.8%) 26 (37.1%) | 19 (45.2%)
It is faster [
OTC medication 105 (49.8%) 90 (43.1%) 98 (42.1%)
PP list 12 (17.6%) 5 (7.1%) 6 (14.3%)
Other
OTC medication 12 (57%) | 35 (16.7%) 38 (163%)
PP list 4(5.9%) 2 (29%) 2 (4.8%)

Multiple answers allowed.
NGIT. oxktrcanasstingl fract
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Provider

General
practitioner

Community
pharmacist

Consultation to get the
prescription

Fixed price (CHF 60/20 min) (USD 67/
20 min)

Price freely determined by each pharmacy
(usually a flat rate of CHF 20-30) (USD

2230-33.50)

Pricing

Medication

Fixed price depending
on the medication

Validation of the prescription
by the pharmacist

Fixed prices for validations: prescription
(CHE 4.30) (USD 4.80) and medication (CHF
3.60) (USD 3.99)

No charge

Yes, depending on the yearly
patient’s co-payment

No
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Medication (INN)

Indication (according to pharmacist

prescribing list)

Therapeutic class

Adapalene (topical)

Isotretinoin (topical)

Tretinoin (topical)

Ivermectin (topical)

Hexamidine diisétionate (topical)”
Salbutamol (inhalation)
Terbutaline (inhalation)
Doxylamine*

Levonorgestrel*

Naloxone*

Sildenafil

Acne

Acne rosacea
Bacterial conjunctivitis

Bronchospasms

Difficulty falling asleep

Emergency contraception

Emergency treatment of an opioid overdose

Erectile dysfunction

Antiacne preparation for topical use

Other dermatological preparation
Antiseptic and disinfectant

Short-acting beta-agonists (SABA)

Antihistamine
Hormonal contraceptive for systemic use
Peripheral opioid receptor antagonist

Urological

Mebeverine hydrochloride
Lidocaine + Prilocaine (topical)

Naratriptan

Sumatriptan

Permethrin (topical)

Cinnarizine*

Clobetasone 17-buthyrate (topical)

Hydrocortisone 17-buthyrate (topical)

‘Triamcinolone acetonide + Salicylic acid
(topical)®*

Functional disorders of the gastrointestinal tract
Local anesthesia

Migraine

Parasitosis scabies

Travel sickness and dizziness

Uninfected dermatitis and eczema

Drug for functional gastrointestinal disorders
Anesthetic local

Antimigraine preparation

Ectorapasiticides, incl. scabicides, insecticides and
repellents

Antivertigo

Corticoid

Wik iieaiblon muticiin sissial for sty resis a5 Hreserit o tasdenting that conld Al be oaiethed by shsastdsts:






OPS/images/fphar-14-1256542/fphar-14-1256542-t003.jpg
Pricing methodology Price review

BR | External price referencing (REP) for biosimilars that demonstrate clinical benefit.  There is no price revision rule
Internal price referencing (RIP) for biosimilars already on the market.

AU | The reduction of the new brands will be based on previous price reductions. For 5% reduction after 5 and 10 years on PBS.
example, if the first brand has reduced by 35% or less in 2016, the price of the new  26.1% or 30% after 15 years.
brand should not exceed the PF of the existing brand reduced by 25%.

NZ | There is no specific rule set ‘There is no price revision rule

CA | There is no specific rule set ‘The revision of patent medicines prices considers an adjustment factor based on
inflation and should not exceed the highest price among the comparison countries.

US| Does not have a drug price regulation policy Does not have a drug price regulation policy

ES | Price link: ~30% from originator Annual review according to the sales and commercialization of new drugs of the
same therapeutic class.

FR | Price link: ~40% from originator and reduces originator 20%. After 18 and Review after 5 years of marketing for drugs with ASMR I to 111 and for other cases
24 months, further reductions (5%-15%) occur according to market share. after 3 years. After 1 year of commercialization of the biosimilar, the price of the
Hospital: ~30% biosimilar and originator originator medicine can be revised to harmonize prices.

GR | Expired patent: ~20% Annual review and follows the same entry price definition rule (average of the

2 lowest prices in the EU).
Biosimilar medicines: average of the 2 lowest prices in the EU.

IT | Price link: ~20% from the originator Review from 36 months for innovative drugs and 18 months for drugs with
potential innovation. May occur due to new therapeutic indication, dosage, or
scientific evidence.

PT | Reimbursed medications: ~20% or ~30% for BP with a market share greater  Annual review based on the REP or extraordinary according to the justification

than 5%.

presented to INFARMED.

ICMED Communiqué 9, of 10 August 2016; 2National Health Act 1953; 3Clarivate Analytics. Cortells for Regulatory Intelligence. Regulatory Summary Expert-Pricing and Reimbursement
(New Zealand). 2021; 4Compendium of Policies, Guidelines and Procedures 2022; 5Vogler et al, 2021; 6Royal Legislative Decree 112015, of July 24; 7Accord-cadre du 03/05/2021; SPPRI,
Pharma Brief: Greece 2007; 9PPRI, Pharma Brief: Italy 2021; 10 Decree-Law 97, of 1 June 2015. AMSR: Amélioration du service médical rendu (improvement in medical benefit). INFARMED:
national authority for medicines and health products.
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A

ors, year
Cordero et al. (2019)
Mitchell and Morrissey (2019)

Olofsson et al. (2016)

O'Brien et al. (2019)

Lopez-Vivanco et al. (2017)

Burcombe et al. (2013)

‘Tjalma et al. (2018)

Altini et al. (2020)

Elsamany et al. (2020)

Lazaro Cebas et al. (2017)

Farolfi et al. (2017)

Rojas et al. (2020)

Country
Costa Rica

United Kingdom

Sweden

Ireland

Spain

United Kingdom

Belgium

Laly

Saudi Arabia

Ttaly

Chile

althcare resource utilization (costs)®

Cost per application
Total cost

Societal treatment costs (First-time treatment occasion)
Societal treatment costs (Subsequent treatment occasions)

Costs of Consumables (Per treatment cycle)

Costs of Consumables (For a complete 17-cycle treatment)

HCP Costs (Preparation and administration - Per treatment cycle)

HCP Costs (Preparation and administration - For a complete 17-cycle treatment)
Drug Costs (17-cycle treatment)

Indirect Costs (Lost productivity for 17-cycle treatment per patient)

Costs of Consumables (Per treatment cycle)

Costs of Consumables (For a complete 18-cycle treatment)

HCP Costs (Preparation and administration - Per treatment cycle)

HCP Costs (Preparation and administration - For a complete 18-cycle treatment)
Drug costs (18-cycle treatment)

Indirect costs (lost productivity - By patient room time)

Indirect costs (lost productivity - By hospital time

Costs/patient episode (administration and preparation)

Total cost
HCP time/patient episode
Cost of consumables

Total cost

Costs to prepare and administer the drugs formulations over 3 years
Total annual costs (drug and non-drug costs) - Ist scenario

Total annual costs (drug and non-drug costs) - 2nd scenario
Indirect costs (lost productivity)

Total cost

Total cost of the drugs

Direct cost/patient

Outpatient clinic costs/patient

Direct + Indirect costs (costs/patient)

HCP Costs (Preparation - Per treatment cycle)

HCP Costs (Preparation - For a complete 18-cycle treatment)
HCP Costs (Administration - For a complete 18-cycle treatment)
Adverse drug reaction (ADR) treatment costs

Non-medical costs

Total cost

sCurrency was standardized in United States Dollars (USD) on 27 March 2023.

11
11

12
12
15
15
11
13

1:4
14
12
12
11
1:4
12

1:4

120
15
18

11

112
12
12

125

11

11
11
19
11

11
11
12
11
11
11





OPS/images/fphar-14-1256542/fphar-14-1256542-g002.gif





OPS/images/fphar-17-1380586/crossmark.jpg
©

|





OPS/images/fphar-14-1276396/fphar-14-1276396-g001.gif





OPS/images/fphar-14-1256542/crossmark.jpg
©

|





OPS/images/fphar-14-1256542/fphar-14-1256542-t001.jpg
Count Price research website

Brazil www.gov.br/anvisa/pt-br/assuntos/medicamentos/cmed/precos
Australia www.pbs.gov.au/pbs/industry/pricing/ex-manufacturer-price
New Zealand www.schedule.pharmac.govt.nz/ScheduleReporting php
Canada ww.idblabbluecross.calidbl/load.do

www.ramq.gouv.qc.ca/en/about-us/list-medications

United States wwiw.department.va.gov/administrations-and-offices/acquisition-logistics-and-construction/freedom-of-information-act-requests/
Spain wwiw.sanidad gob.es/profesionales/farmacia/financiacion/home htm

France wwiw.codage.ext.cnamts.fr/

Greece www.moh.gov.gr/articles/times-farmakwn/deltia-timwn

Italy wwiw.aifa.gov.it/web/guest/lste-farmaci-ah

Portugal www.infarmed pt/web/infarmed/servicos-on-line/pesquisa-do-medicamento
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Medicine us ESP: FRA GRE ITA POR Variation
(mg) (US$  (USS  (USS  (USS  (US$ (%)
PPP) PPP) PPP) PPP) PPP) between
BRA price
and lowest
price
Bevacizumab Avastim 67537 76578 | 10542 | 10773 | 179.22 541
i Myasi 8437 68722 16348 | 10358 | 14338
| Zirabev 108.85 | 52629 11443 90.93 14338
Alymsys 707.77 10358 | 14338
Oyavas 10387 | 14338
Aybintio 143.38
Bevacizumab Avastim 261496 306312 42110 77.77 521
o | Mvasi 33748 2,748.81 57421
Zirabev 43541 | 200517 42110 57421
Alymsys 2,831.07 57421
Oyavas 57421
Aybintio 57421
Ioflximab 100 | Remicade | 161389 | 22179 | 74960 | 13985 | 61041 14094 558.95 | 25379 105
Remsima 919.40 139.85 238.33 21589 557
Biomanguinhos | 1,589.32
Renflexis 61036 | 22179 | 39314 504.58 175
Inflectra 2179 9161 23833
Flixabi 23833
Xylfia 1,565.06 41866 200.30 274
Avsola 39314
Zessly 23833
Nivolumab 100 | Opdivo 324215 | 136439 701.70 82925 | 182383 362
Nivolumab 40 Opdivo 129686 54576 339.72 280.68 33195 | 729.53 362
Pembrolizumab Keytruda 583588 | 2,644.36 212534 1,796.67 211508 | 324549 25
100
Trastumumab_ | Herceptin ~ 1,665.15 237.48 169.54 35661 | 93620 882
= Ogivri 16391 169.54
Trasimera 73945 | 163.91 169.54 351
Kanjinti 73945 | 16391 169.54 285.28 351
Herzuma 87796 | 16391 237.48 169.54 285.28 436
Ontruzant 8706 | 16391 169.54 285.28 a7
Trastuzumab | Herceptin ~ 4,151.32 474.72 Lo | 265721 774
“ [ Ogivri 47472 798.79
Zedora 488416 798.79 511
Trasimera | 2,169.05 474.72 798.79 357
Herzuma 257534 48082 798.79 436
Anintruder | 248501 | 474.72 798.79 423
| Kanjinti 2,11443 | 458.96 474.72 798.79 361
Rituximab 100 Mabthera 132229 745.84 77
Rixymio 132229 | 23499 190.94 593
Tricks 132229 97.85 125
Rituximab 500 Tricks 330073 23499 48924 557
pertwzumab 420 | Life 138105 | 20850 | 178453 169159 | 272330 159

The highest and lowest prices of the brands available in Brazil and other countries are highlighted in bold.
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Study design

Diagnose

Therapy

Regimen

Preference measure  Sample  Sample  Median

Main findings

Pivotetal (2014) | Openlabe,randomized study.
[Prefber (NCTO1401166)] - 0

from two coborts
Reinisch ctal. | Substudy of the phase Il
o) multcenter, randomized trial

[GAIN-2 (NCTo1690702)]

O'Shaughnessy | Randomized, openabel

eal Q) | intermational, moltcenter,
crossoer, phase 1 study
conducted at 3 sites in
16 counties [PHranceSCa
~NCTose7a2)]

Pivotetal (2017) | Open label, randomized,
multcentr, phase 1 study
[MetaspHer (NCTOI810393)]

Ciracos tal. | Phase 11, open-labe, mulicenter
o) sudy [ChangHER
NCToIs75367)]

HER2, human epidermal growth factorrecepor 2:5C, subcutancous; IV: ntravenous: CI confidence interal . Pertuzumab (Periet): H, trastuzuma (Hercep

Farly HER2:
overespresing breast

HER? posive brast
cancer [(neoladjuvant
chemtherapy and
surgery]

Farly HER2:
overespresing breast

Metastatic HER2-
overespresing bresst

Metastatic HER2-
overespresing breast

Trastzumib,

f—

PH FDCSC.
PiHIV

a—

Trsstuzumab.

~Neoadjuvant chemotherapy
followed by SC trastuzumab
(600 mg)for 18 ycls followed
by IV (sandard dosing)
compared with the rverse
Cohort 1 SC by injection
device

“Cohort 2 SC by handheld
syringe

5C: 600 mg fixd dose;
- loading dose of § mg/kg

and subscquent doses of

S mghg.

18 vy dosing cycles

@t year o teatmentia full

treatment cyle)

Loading doses
VLIV $H0mg HIV S mylkes
SC: PH FDC 5C 1200 mg P/
500 mg Hin 15 mL.
Maintenance doses:

IVEPIV 420 mg HIV 6 myikgs
-5C: PH FDC SC 600 mg P/
00 mg Hin 10 mL.

+5C: 3 cyces of 600-mg fixed-
doses
1V: 6 mghg.

SC: 600 mg every 3 wecks for

S eydes

“arm A (2 cycles with visl
followed by 2 cyles with SID);
arm B (reverse sequence)
Before staring SC, patiens
received an additonal IV cycle

G T R A S R P R R N e ey

sizeSc  sizeiv  age (yrs)
Patents: ekphone intervews and | SC—+ IV:235 | IV 5C:22 | 5253
slfadministered satisacion
questionnaie

HCP: satisaction question CAll
things considerd ith which
‘method of adminisrtion were
youmostsatisfied?) and percived
time savings

Patents:vlidated,studyspecific | SC thigh: 110 | 1V:
patient interview (PINT) SCAW: 109
questionnaies before

randomizaton (PINTI) and aficr

the end of cycle 8 of SC

trastuzumab (PINT2)

Patents: modifed inention-to- | PHFDCSC— | P+ HIV v
eat (mITT) populaton - the | P+ HIV:80 | PHFDCSCS0
proportion of patents who

prefrred PHEDC SC basedon the

question: Al things considered,

‘which method of administrtion

id you prefer?” [Paient

Preerence Questonnaire (PPQ)]

Patents: Patient Preecence SCoM7 | Woscis | 578595
Questionnaie (PPQ):
HCP: Saisaction questonnaire

Questionnaire (he study did not | V- vial | IV SID— | 5863
reportthe mameofthe nsrumen) | SID: 85 vl 81

Parents Preferences: 559%
preerred SC (4157467, 95% C1
857-916:P< 00001),96% (451
467,95% C1 7.1-127) preferred
IV, nd 15% (71467, 95% I
06-3.1) had o preference
Main ressons: time:ssving and
less paindiscomfortside efects
HCPs Prefernces: 770%
preerred SC (1817235, 95% C1
711-822),30% (7235, 95% CI
12-60) preferred IV, and 200%
(71235,95% C1,15.1-257) bad
no prefirnce

Patents Prefernces: 83.5%
(152/182) prefened SC over
previous IV applictions or had
o preference

Noneof the S st of inecton
were prefered over the ather
(@hight X = 93 (80.% [95% CI
726-887)5 AW:N = 89 (56.3%
95% C1 794,936 p = 032
odds ratio (OR) 154 [95% CI
069-3.42] p = 0288)

Patents Preference:
PH FDCC: 85.0% (136/160)
“verylaitly strong” preference:
926% [ihe mast common
reasons were “eeqieslesstime
in the clinic” and “fcls more
comfortable during
adminisiaton”]

P HIV: 138% Q21160) -
“veryliny strong” prference:
636% lihe most common
reasons were “fels more
comfortabe during

administration” and lower el
of injcton s pain'|

Patents perceptons:

“(very) saisied” - PH FDCSC:
1% P+ H IV 67.5%

ot atall estrcted - PH FDC
SC:703% P + H IV: 344%
“ained alotoftime” o “ained
Some time” - PH FDC SC:
0% P HIV: 445

HCPs Preferencs:

~369% (139/160)chose 0
continue with PH EDC SC aftr
completing the crossoer (arm
A 888 [71/30] am B: 85.0%
os130)

Patents Preferencs:
SC: 859% (7919 95% Cl
B856-968% p < 001); IV:
L4I% (13/92:95% 1 7.0%-
23wy

Amang patiets ithout
preference at basline (52/

59 available data) SC was the
preferred adminisration route -
SC: 8.5% (46152 95% Cl:-
798%-97.2%)

HCPs Preferences:

SC: 636% were satsfd (561
58 availible dats; 95% C:
s36737%)

dents Peference:

SC: 8626 1V: 69% had o
prefecence: 69%

amm A (vl o SD) - SC: 36.8%
(95% CI 771-935) IV: 79%
(95% CI 30-164) had no
preerence: 5.3% (95% C1
15-129)
<arm B (SID fovia) - SC:855%
(95% CI 761-923); IV: 60%
(95% CI 20-135) had no
preerence: 8.4% (95% C1
35-166)

HPs Prferences (nurses,
medical onclogists, and
others:

SC: §7.2% (95% C1 726-957):
o diffrence: 103% (95% C
29-242); e t0 responc:
20%

“The most important fctors
associated vith the SC
preerence: “fewer resources
reqired fr preparston”
(100%); “ime sver” 97.4%);
“more convenient for patents
(945%); and “less painfl for
patents” (76.9%)

):P+ H IV, intravenous pertuzumab plos trastuzumats PH FDC SC, fied-dose combination of Perieta
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Authors, year

Heal

care resource utilization (time

Relation SC:IV

Cordero et al. (2019) Administration time 13
Mitchell and Morrissey (2019) Chair-time per session 14
Olofsson et al. (2016) Time off from work 13
Time for the accompanying kin 1
 Licutenant et o (2015) Administration time (Loading doses 14
Administration time (Maintenance doses) 12
Transit time 118 to 1:6
Manufacturing time 13
O'Brien et al. (2019) Treatment room time 14
‘ Lopez-Vivanco et al. (2017) HCP time 12
Chair-time 15
Treatment room time 14
Hospital time 12
North et al. (2015) | HCP time 12
Chair-time 15
Burcombe et al. (2013) HCP time 14
Time at the unit of care 13
Chair-time 14
Tjalma et al. (2018) HCP time 1:6
Hospital time 13
Chair-time 1:13
Altini et al. (2020) Administration time 1:2
Chair-time 12
Farolf et al. (2017) Preparation time 13
Administration time M
Hedayati et al. (2019) Administration time (Ist session) 19
Administration time (Subsequent sessions) 13
» Jackisch et al. (2015) HCP time 12
| Chair-time 13
» O'Shaughnessy et al. (2021) Chair-time 1410 16
Administration time 19 to 1:19

T RO T R L
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Total (n = 131)

East 93 (71.0%)
South 11 (8.40%)
Central 8 (6.11%)
North 6 (4.58%)
West 6 (4.58%)
Southwest 5 (3.82%)
Northeast 1(0.763%)
Hospital level
Tertiary (Grade I1T) 117 (89.3%)
Secondary (Grade I1) 13 (9.92%)
Primary (Grade I) 1.(0.763%)
Hospital type
General 108 (82.4%)
Specialized 22 (16.8%)
Community 1(0.763%)
Implementation of vancomycin TDM
TDM performed 78 (59.5%)
Trough-based TDM 64 (48.9%)
Peak and trough-based TDM 25 (19.1%)
AUC-based TDM 14 (10.7%)
TDM not performed 53 (40.5%)

Albreviatinii: TDBL therpeulic dnig St ting: AUC 36 aive unites S Gl
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Variable

Indications for vancomycin TDM

Patients at high risk of nephrotoxicity 74 (78.7%)
Critically ill patients 70 (74.5%)
Patients receiving high-dose vancomycin 64 (68.1%)
Patients with moderate to severe heart failure, or 63 (67.0%)
underweight patients
Hemodynamically unstable patients 62 (66.0%)
Elderly patients (>65 years old) 62 (66.0%)
Pediatric patients, neonates 60 (63.8%)
Obese patients, burn patients 59 (62.8%)
Patients with augmented renal clearance 57 (60.6%)
Patients receiving prolonged courses of therapy (more than | 57 (60.6%)
3-5 days)
Patients with MRSA infection 44 (46.8%)
All patients received vancomycin 35 (37.2%)
Others 2(2.13%)
Vancomycin TDM target
AUC/MIC
400-600 in American and Japanese guidelines 33 (35.1%)
400-650 in Chinese and IATDMCT guidelines* 15 (16.0%)
Other or not sure 45 (47.9%)
Trough target
2020 Chinese guideline
10-15 mg/L in adult patients 66 (70.2%)
10-20 mg/L in patients with serious MRSA infections | 20 (21.3%)
5-15 mg/L in pediatric patients or neonates 27 (28.7%)
2020 IATDMCT guideline
10-15 mg/L in patients with serious MRSA infections | 4 (4.26%)

2013 Japanese guideline and 2009 American guideline

15-20 mg/L in patients with serious MRSA infections | 64 (68.1%)
10-20 mg/L in adult patients 14 (14.9%)
10-20 mg/L in all infections 7 (7.45%)
Other 4(4.26%)
AUC estimation method
Can estimate AUC 37 (39.4%)
Bayesian modeling 33 (35.1%)
First-order PK equations with two concentrations 22 (23.4%)

Abbreviations:

target of 400-650 mg-h/L.

‘DM, therapeutic drug monitoring; AUC, 24-h area under the curve; MIC,
minimum inhibitory concentration; IATDMCT, International Association of Therapeutic
Drug Monitoring and Clinical Toxicology; MRSA, methicillin-resistant Staphylococcus
aureus; PK, pharmacokinetics. * Chinese and IATDMCT, guidelines suggested a AUC,
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Total cohort (4,839 pregnancy episodes) Exposed to Not-exposed to

ntihypertensive drugs antihypertensive drugs
N = 1,944 N = 2,895
Mother age (mean, SD) at PSD 360 (5.2) 342 (55) <0.001
Obesity (ICD-10 code + BMI230) 686 (35.3) 788 (27.2) <0.001
Mother's socioeconomic status (MEDEA)*
Rural 337 (17.3) 508 (17.5) 0.004
Urban (U) 177 (9.1) 254 (8.8)
U1 152 (7.8) 311 (10.7)
u2 255 (13.1) 399 (13.8)
U3 271 (139) 433 (150)
U4 320 (16.5) 458 (15.8)
Us 431 (222) 530 (18.3)
Smoking habit' 359 (18.5) 548 (18.9) 0.830
Alcohol consumption® 180 (9.3) 184 (64) <0.001
CKD (ICD-10 code: N18) 28 (14) 15 (0.5) 0001
~Parity number
Ist 1,689 (87.2) 2432 (84.0) 0.006
2nd 211 (109) 383 (132)
23rd or more 37(19) 80 28)
Hypertension
chronic 1425 (73.3) 1553 (53.6) <0.001
gestational 519 (26.7) 1,342 (46.4)
Live births 1510 (77.7) 2,394 (82.7) <0.001
Average of gestation duration (weeks mean, IQR) 39.0 (36.0-40.0) 380 (30.3-39.6) <0.001
Preterm births (ICD-10th code) 331 (17.0) 356 (12.3) <0.001

‘variable up to 12 months before PSD. SD, standard deviation; PSD, pregnancy start day; ICD-10, International Classification of Diseases 10th version; BMI, body mass index; MEDEA,
Mortalidad en dreas pequefias Espafiolas y Desigualdades socioEconémicas y Ambientales; REF CKD, chronic kidney disease; IQR, interquartile range.
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Group

Manual studies

based studies

Study Cost-saving result Reimbursement or supply pricing Other TDABC contributions
contributions
Simmonds etal. | Estimated that 57% of the overhead costs NA NA
(2019) attributed to the adenotonsillectomy
procedures by the relative value units (RVU)
System were from equipment and implants
used by different hospital services
Hamid etal. | Demonstrated how the TDABC can identify NA NA
(@o17) inefficiencies and result in cost savings.
However, the study did not estimate or
‘measure the potential cost savings that could
be achieved in the surgery studied
Koehler et al. NA NA Compared technologies but did not explore
(2019) potential cost savings in the same care
pathway
Odhiambo et al. | Estimated that the redundant staff members in NA NA
(2019) the operating room represent an additional
opportunity cost of £15 per minute, which
represents, on average, a potential et loss of
£1,000 per additional or delayed surgery hour
Laviana et al. NA Compared TDABC results with traditional cost NA
@o18) methods suggesting the value of this level of
information to define accurate reimbursement
strategies
Balakrishnan NA NA Compared technologies but did not explore
etal. (2018) potential cost savings in the same care
pathway
Chen etal. | Reduced duration and costs in the emergency NA NA
(2015) department (~41 min, ~523) and preoperative
floor (~57 min, ~$18). Same-day discharge
protocol eliminated postoperative floor costs
(=5306). All three interventions reduced the
total direct costs by 11% (52753.39 to
52447.68) and the duration of hospitalization
by 51%
Husted et al. NA NA Compared technologies but do not explore
(2018) potential cost savings in the same care
pathway
McCreary et al. NA NA Compared technologies but do not explore
@o18) potential cost savings in the same care
pathway
Akhavan et al. NA Compared TDABC results with traditional cost NA
(2016) ‘methods suggesting the value of this level of
information to define accurate reimbursement
strategies
Yangyang et al. NA NA Demonstrated how TDABC can identify
(2016) inefficiencies and result in cost savings.
However, did not estimate or measure the
potential cost savings that could be achieved in
the surgery studied
McLaughlin NA NA Demonstrated how TDABC can identify
etal. (2014) inefficiencies and result in cost savings.
However, did not estimate or measure the
potential cost savings that could be achieved in
the surgery studied
Yangyang et al. NA NA Compared technologies but did not explore
@o17) potential cost savings in the same care
pathway
da Silva Etges NA NA Described the step-by-step process to execute
etal. (2019) TDABC as a microcosting technique
Carduc et al. NA Demonstrated the value of TDABC to make supply NA
(2021) and labor costs transparent, suggesting that this
level of transparency is necessary for the
establishment of more accurate and profitable
agreements with suppliers
Fangetal. | Used accurate data from CM to evaluate the NA NA
(2021b) impact of implementing reference pricing (RP)
for total knee arthroplasty supplies (TKS).
Demonstrated that hospital costs for total knee
arthroplasty (TKA) implants decreased by
16.7% after implementing RP. All the
individual implant components decreased in
costs
Carduc et al. NA NA ‘The study focused on measuring the value
(2020) index for total shoulder arthroplasty
Carducci etal. | Determined that the implant is the most NA NA
(2020) expensive cost item for all types of
arthroplasties, identifying centers where it is
possible to pay lower prices for implants that
result in lower costs
i et al. NA Estimated the incremental cost of performing total NA
(2021) knee arthroplasty (TKA) versus unicompartmental
knee arthroplasty (UKA), arguing that the
reimbursement for TKA should be reviewed to
cover the incremental labor costs compared
with UKA
Theosmy et al. NA Measured the differences between inpatient and NA
(2021) outpatient TKA and compared them in terms of
the reimbursement fees implemented for each type
of surgery, arguing that by better adjusting the fee
to the cost, it will be possible to economically
benefit the healthcare system
Zachwieja etal. | Measured the potential profit increase of NA NA
(2020 conducting overlapping surgeries. In the study,
it was estimated to yield a potential profit
increase of $1215 per overlapping surgery
in8h
Yayac et al Determined that the increased cost of a NA NA
(2020) cementless implant is recouped through
savings in the cost of cement and supplies, as
well as shorter operative times
Goh etal. (2022) | Using TDABC, it was demonstrated that NA NA
overall facility costs were lower in robot-
assisted UKA (RA-UKA) despite a longer
operative time. To facilitate wider adoption of
this technology, implant manufacturers may
negotiate lower implant costs based on volume
commitments when robotic assistance is used.
These supply cost savings appear to offset a
portion of the increased costs
Fang et al. NA NA Compared costs between the two groups but
(20210 did not explore potential cost savings
Fang et al, NA NA Compared costs between the two groups but
(2021d) did not explore potential cost savings
Fang et al. NA Demonstrated the value of TDABC to make supply NA
(20212) and labor costs transparent, suggesting that this
level of transparency is necessary for the
establishment of more accurate and profitable
agreements with suppliers
Fang et al. NA Compared TDABC results with traditional cost NA
(021¢) ‘methods, suggesting the value of this level of

information to define accurate reimbursement
strategies
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Surgery field

Number of
cases included

Year

Manual studies | Comparing the real and perceived cost of adenotonsillectomy Adenotonsillectomy 53 2019
using time-driven activity-based costing (Simmonds et al, 2019)
Determining the cost-savings threshold and alignment accuracy Ankle replacement 87 2017
of patient-specific instrumentation in total ankle replacements
(Hamid et al,, 2017)
Endoscopic versus open carpal tunnel release: A detailed analysis Endoscopic vs. carpal tunnel release 40 2019
using time-driven activity-based costing at an academic medical
center (Koehler et al, 2019)
Health facility cost of Cesarean delivery at a rural district hospital Cesarean 197 2019
in Rwanda using time-driven activity-based costing (Odhiambo
etal, 2019)
Retroperitoneal versus transperitoneal robotic-assisted Retroperitoneal versus transperitoneal robotic- 355 2018
laparoscopic partial nephrectomy: a matched-pair, bicenter assisted laparoscopic partial nephrectomy
analysis with cost comparison using time-driven activity-based
costing (Laviana et al., 2018)
TDABC: Lessons from an application in healthcare Endoscopic vs. carpal tunnel release 180 2018
(Balakrishnan et al., 2018)
Time-driven activity-based costing of total knee replacement Knee replacement 20 2015
surgery at a London teaching hospital (Chen et al., 2015)
‘Time-driven activity-based cost of outpatient total hip and knee Hip and knee arthroplasty 6 2018
arthroplasty in different set-ups (Husted et al., 2018)
‘Time-driven activity-based costing in fracture care: s thisa more | Surgical treatment of isolated ankle fractures 35 2018
accurate way to prepare for alternative payment models?
(McCreary et al,, 2018)
‘Time-driven activity-based costing more accurately reflects costs Arthroplasty surgery 677 2016
in arthroplasty surgery (Akhavan et al., 2016)
‘Time-driven activity-based costing to identify opportunities for Appendicitis surgery 149 2016
cost reduction in pediatric appendectomy (Yangyang etal., 2016)
‘Time-driven activity-based costing: a driver for provider Neurosurgery and urology 124 2014
engagement in costing activities and redesign
(McLaughlin et al,, 2014)
‘Time-driven activity-based costing: a dynamic value assessment Pediatric appendicitis 208 2017
model in pediatric appendicitis (Yangyang et al,, 2017)
An 8-step framework for implementing time-driven activity- Bone marrow transplant 12 2019
based costing in healthcare studies (da Silva Etges et al,, 2019)
Technology- Identifying surgeon and institutional drivers of cost in total Shoulder arthroplasty 1571 2020
based studies | shoulder arthroplasty: a multicenter study (Carducci et al,, 2021)
Reference pricing reduces total knee implant costs (Fang et al, Knee replacement 7.148 2020
2021b)
Variation in the value of total shoulder arthroplasty (Carducci Shoulder arthroplasty 239 2020
etal, 2020)
Variation in the cost of care for different types of joint Arthroplasty surgery 22215 2020
arthroplasty (Carducci et al., 2020)
Despite equivalent Medicare reimbursement, facility costs for Knee replacement 2641 2020
outpatient total knee arthroplasty are higher than
unicompartmental knee arthroplasty (Chisari et al., 2021)
Is the new outpatient prospective payment system classification Knee replacement 4496 2020
for outpatient total knee arthroplasty appropriate? (Theosmy
etal, 2021)
Overlapping surgery increases operating room efficiency without Knee and hip replacement 4786 2020
adversely affecting outcomes in total hip and knee arthroplasty
(Zachwicja et al., 2020)
‘The use of cementless components does not significantly increase Knee replacement 2426 2020
procedural costs in total knee arthroplasty (Yayac et al, 2020)
Robotic-assisted versus manual noncompartmental knee Knee replacement 265 2022
arthroplasty: a time-driven activity-based cost analysis (Goh
etal, 2022)
Differences in hospital costs among octogenarians and Arthroplasty surgery 889 2021
‘nonagenarians, following primary total joint arthroplasty (Fang
etal, 2021¢)
Episode-of-care costs for revision total joint arthroplasty by Arthroplasty surgery 551 2021
decadal age groups (Fang et al., 2021d)
Financial burden of revision hip and knee arthroplasty at an Knee and hip replacement 13946 2021
orthopedic specialty hospital: higher costs and unequal
reimbursements (Fang et al., 2021a)
The cost of hip and knee revision arthroplasty by diagnosis- Knee and hip replacement 793 2021

related groups: comparing time-driven activity-based costing and
traditional accounting (Fang et al., 2021¢)
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Simulation of annualized event tare in the RCT control group | 75.05% (as in SOLOIST-HF) | $18964 ($14223-$33187) $85338 ($61633-5199122)

16.86% (as in DAPA-HF) $23705 ($18964-856892) Base-case:$109043 ($75856-260,755)
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Variable Total (n = 16.

Department
Pharmacy 138 (85.7%)
1cu 18 (11.2%)
Emergency medicine 2(1.24%)
Others 3 (1.86%)
Position
Pharmacist 141 (87.6%)
Physician 20 (12.4%)

Areas of specialization

Respiratory 21 (13.0%)
Infectious diseases 49 (304%)
cU 39 (242%)
Hematology 3 (1.86%)
General 15 (9.32%)
Others 65 (40.4%)

Experience in working

1-3 years 17 (10.6%)
4-6 years 17 (10.6%)
7-9 years 30 (18.6%)
210 years 96 (59.6%)
Experience of vancomycin TDM 94 (58.4%)

Estimation AUC

Available 37 (23.0%)

Abbreviations: ICU, Intensive Care Unit; TDM, therapeutic drug monitoring; AUC, 24-h
R T ——
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Age 65-74

N =104
Hyperlipidemia pretreated 32% (48) 37% (38) 36% (41) 0.69
Statin intensity 0.90
Low/moderate-intensity+ 16% (25) 23% (24) 20% (23)
High-intensity* 13% (20) 1% (11) [ 13% (15)
Intensity unknown 1% (2) 1% (1) 1% (1)
Pretreatment with ezetimibe | 5% (7) 4% (4) 4% (5) 0.45
Unknown 0% (0) 1% (1) 0% (0)
Pretreatment with other LLT [ 047
Fibrate | 1% (2) 1% (1) [ 0% (0) |
PCSK9i 0% 0% 0%
Known statin intolerance 1% () 3% (3) 2% () 0.66

LLT target achievement

Non-HDL 0.006
Non-HDL <85 mg/dL 16% (22) 29% (29) 33% (32)
Non-HDL 85-99 mg/dL 9% (12) 14% (14) 12% (12)
Non-HDL >99 mg/dL 76% (106) 57% (58) 55% (54)

LDL 0022
LDL <55 mg/dL 6% (9) 17% (17) 23% (23)
LDL 55-69 mg/dL 16% (23) 15% (15) 16% (16)
LDL 70-99 mg/dL 25% (36) 25% (25) 24% (24)
LDL >99 mg/dL 52% (75) 43% (43) [ 38% (39)

“High-intensity statins: atorvastatin 240 mg and rosuvastatin 220 mg.

“low/moderate-intensity statins: atorvastatin <20 mg, rosuvastatin <20 mg, or all other statins/doses such as simvastatin, pravastatin, and fluvastatin; LLT, lipid-lowering therapy; PCSK9,
proprotein convertase subtilisin/kexin type 9 inhibitors; LDL, low-density lipoprotein. The parameters highlighted in bold are those required by ESC/EAS to determine LDL-C and non-HDL
target attainment.

"ESC/EAS Guidelines, European Society of Cardiology (ESC)/European Atherosclerosis Society (EAS) Guidelines for the Management of Dyslipidemias (2016 and 2019).
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Patients with
prior ASCVD

p-value

Patients
without prior
ASCVD

Age 57 (51-61) | 70 (66-73) | 80 (77-83) | <0.001 Age 58(55-61) | 70 (68-72) | 79 (77-83) | <0.001
Gender <0.001 Gender 0019
Women 12% (1) 27% (16) | 40% (28) Women 17% (11) 24% (1) | 42% (18)

Men 88% (78) 73% (43) | 60% (42) Men 9% (52) | T6% (9 | 5% (25)

BMI 28 (25-31) | 27 (24-31) | 26 (24-29) | 0.19 BMI 28(27-32) | 28(26-32) | 26(23-29) | <0.001

I Smoking <0.001 Smoking | | <0001
Current 63% (56) 32%19)  10% (7) Current 54% (34) 13% (6) 12% (5)
Former 16% (14) 2% (149 | 31% (22) Former e sekae 9% @)
Hypertension 76% (67) 81% (48)  91% (64) | 0.041 Hypertension 79% (49) 82% (36) | 88% (38) | 046
Hypertension 52% (45) %) | %G5 | ool Hypertension L eew(9  ewes | 00w
pretreated pretreated
Hyperlipidemia 85% (76) 90% (53) | 83% (58) | 052 Hyperlipidemia T ew@) | esen | 08l
Hyperlipidemia pre- | 45% (39) 53%(31) | 53%(37) | 052 Hyperlipidemia pre- | 15% (9) 16% (7) 9% (4) 063
treated treated
Prior MI 57% (51) 7% (28) | 41%29) | 013 Prior MI 0% (0) 0% (0) 0% (0)
Prior PCUCABG  72% (64) 66% (39) | 49% (34) | 0.009 Prior PCICABG | 0% (0) 0% (0) 0% (0)
Prior Stroke/TIA 1% (10) 15% (9) 30% (21) | 0.008 Prior Stroke/TIA | 0% (0) 0% (0) 0% (0)
Prior PAD/ICA | 25% (22) 32%(19) | 36% (25 | 030 Prior PAD/ICA 0% (0) 0% (0) 0% (0)
Prior renal 8% (7) 27% (16) | 37% (26) | <0.001 Prior renal insufficiency | 16% (10) | 31% (14) | 70% (30) | <0.001
insufficiency
Diabetes mellitus ~ 23% (20) 36% (21) | 34% (24) | 016 Diabetes mellitus | 94% (59) | 76% (34) | 49% (21) <0001
Diabetes pre-treated | 13% (13) Lawwan s | 02 Diabetes pretreated | 49% (31) 51%(23)  35% (15) | 0048
Prior heart failure | 23% (20) 15% (9) 16% (1) | 039 Prior heart failure | 2% (1) 7% (3) 14% (6) 0042
LVEE % a0 (s0) | 426550 | 0(5-50) | 099 LVEE % 40 (35-50) | 40 (35-50) | 40 (35-47) 033
Atrial fibrillation 3% (3) 8% (5) 27% (19) | <0001 Atrial fibrillation 2% (1) 9% (4) 12% (5) 0095
Cancer 0039 Cancer 050
Active 2% (2) 8% (5) 14% (10) Active 2% (1) 4% (2) 5% (2)
Previous ) ETERET Previous 2% (1) 7% (3) 2% (1)
Death during 7% (6) 12% (7) 17%(12) | 012 Death during 8% (5) % 3) 16% (7) 025
hospitalization hospitalization

ASCVD, atherosclerotic coronary vascular disease; BMI, body mass index; MI, myocardial infarction; PCI, percutaneous coronary intervention; CABG, coronary artery bypass graft; TIA,

transient

‘hemic attack; PAD, peripheral arterial disease; ICA, internal carotid artery stenosis; LVEF, left ventricular ejection fraction; STEMI, ST-segment elevation myocardial infarction.
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Patients wi Patients
prior ASCVD

e Without prior

p-value Jscvb

Hyperlipidemia 45% (39) 53%(31) | 53% (37) | 052 Hyperlipidemia 15% (9) 16% (7) 9% (4) 063
pretreated pretreated
Statin intensity 0.6 Statin intensity 084
Low/moderate- 21% (19) 34% (200 | 29% (20) Low/moderate- 10% (6) 9% (4) 7% (3)
intensity+ intensity+
High-intensity* 20% (18) 17% (10) | 20% (14) High-intensity* 3% () 2% (1) 2% (1)
Intensity unknown | 2% (2) 0% () 1% (1) Intensity unknown | 0% (0) 2% (1) 0% (0)
Pretreatment with 8% (7) 5% (3) 7% (5) 054 Pretreatment with | 0% (0) 2% (1) 0% (0) 042
ezetimibe ezetimibe
Unknown 0% (0) 0% () 0% (0) Unknown 0% (0) 2% (1) 0% (0)
Pre-treatment with 055 Pre-treatment with 062
other LLT other LLT
Fibrate 1% (1) 0% (0) 0% (0) Fibrate 2% (1) 2% (1) 0% (0)
PCSK9i 0% (0) 0% (0) 0% (0) PCSK9i 0% (0) 0% (0) 0% (0)
Known statin 2% (2) 3% (2) 3% (2) 092 Known statin 0% (0) 2% (1) 0% (0) 031
intolerance intolerance
LLT target LLT target achievement*
achievement®
Non-HDL 0028 Non-HDL 018
Non-HDL <85 mg/dL | 20% (17) 36% (1) | 42% (25) Non-HDL <85 mg/dL | 9% (5) 19% (8) 18% (7)
Non-HDL 10% (8) 16% (9) 8% (5) Non-HDL 7% (4) 12% (5) 18% (7)
85-99 mg/dL 85-99 mg/dL
Non-HDL >99 mg/dL | 70% (58) 48% (28) | 50% (30) Non-HDL >99 mg/dL | 84% (48) 70% (30) | 63% (24)
LDL 0033 LDL 090
LDL <55 mg/dL 7% (6) 2%(13) | 30% (19) LDL <55 mg/dL 5% (3) 10% (4) 10% (4)
LDL 55-69 mg/dL | 22% (18) 21%(12) | 19% (12) LDL 55-69 mg/dL | 8% (5) 7% (3) 10% (4)
LDL 70-99 mg/dL | 25% (21) 21%(12) | 21% (13) LDL70-99 mg/dL | 25% (15) | 31% (13)  28% (1))
LDL>%9 mg/dL | 46% (38) 36% (1) | 30% (19) LDL >99 mg/dL 62%(37) | 52%(22)  51% (20)

“low/moderate-intensity statins: atorvastatin < 20 mg, rosuvastatin < 20 mg, or all other statins/doses such as simvastatin, pravastatin, and fluvastatin; LLT, lipid-lowering therapy; PCSK9i,
proprotein convertase subilisin/kexin type 9 inhibitor; non-HDL, Non-high-density lipoprotein; LDL, low-density lipoprotein.

“High-intensity statins: atorvastatin 240 mg and rosuvastatin 20 mg.

*ESC/EAS Guidelines, European Society of Cardiology (ESC)/European Atherosclerosis Society (EAS) Guidelines for the Management of Dyslipidemias (2016 and 2019).
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Age 65-74

N =101
Hyperlipidemia pretreated 31% (46) 34% (34) 35% (37) 074
Statin intensity | | [ 087
Low/moderate-intensity+ 16% (24) 23% (23) 20% (1)
High-intensity* | 14% (20) 10% (10) 14% (15)
Intensity unknown 1% (2) 19% (1) 1% (1)
Pretreatment with ezetimibe | 5% (7) | 3% (3) [ 5% (5) [ 0.44
7 Unknown 1 0% (0) 1% (1) 0% (0)
Pretreatment with other LLT | 059
7 Fibrate 1% (2) 1% (1) 0% (0)
PCSK9i 0% 0% 0%

Known statin intolerance 1% (2) 3% (3) 2% (2) 067

LLT target achievement®

Non-HDL 0.007
Non-HDL <85 mg/dL 15% (21) 29% (28) 329% (30)
Non-HDL 85-99 mg/dL 9% (12) 1 14% (14) 12% (11)
Non-HDL >99 mg/dL | 76% (104) | 57% (56) 56% (52)

LDL 0015
LDL <55 mg/dL [ 6% (9) 18% (17) 24% (23)
LDL 55-69 mg/dL 16% (22) 14% (14) 15% (15)
LDL 70-99 mg/dL | 25% (35) 26% (25) 23% (22)
LDL >99 mg/dL 53% (74) 42% (41) 38% (37)

“High-intensity statins: atorvastatin 40 mg and rosuvastatin 20 mg. The parameters highlighted in bold are those required by ESC/EAS to determine LDL-C and non-HDL target attainment.
“low/moderate-intensity statins: atorvastatin < 20 mg, rosuvastatin < 20 mg, or all other statins/doses such as simvastatin, pravastatin, and fluvastatin.

"ESC/EAS Guidelines, European Society of Cardiology (ESC)/European Atherosclerosis Society (EAS) Guidelines for the Management of Dyslipidemias (2016 and 2019).

"¢GFR, estimated glomerular filtration rate; LLT, lipid-lowering therapy; PCSK9i, proprotein convertase subtilisin/kexin type 9 inhibitor; non-HDL, non-high-density lipoprotein; LDL, low-
density lipoprotein.
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Age 65-74

N
Age | 57 (52-61) 70 (67-72) 79 (77-83) <0.001
Gender | <0.001
Women 14% (22) 26% (27) 41% (46)
Men 86% (130) | 74% (77) 59% (67)
‘ BMI 28 (26-31) 27 (25-31) 26 (23-29) <0.001
Smoking | | <0.001
7 Current 59% (90) 24% (25) 1% (12)
Former 14% (21) | 29% (30) 27% (30)
Hypertension 77% (116) 82% (84) 90% (102) 0.023
Hypertension pretreated 52% (78) | 67% (68) 77% (87) <0.001
Hyperlipidemia 79% (119) 80% (82) 76% (86) 077
Hyperlipidemia pretreated 32% (48) | 37% (38) 36% (41) 0.69
Prior MI 34% (51) 27% (28) 26% (29) 031
Prior PCI/CABG 42% (64) | 38% (39) 30% (34) 013
Prior Stroke/TIA 7% (10) 9% (9) 19% (21) 0.006
Prior PAD/ICA | 14% (22) | 18% (19) 22% (25) 027
Prior renal insufficiency | 11% (17) 29% (30) | 50% (56) | <0.001
Diabetes mellitus 52% (79) | 53% (55) 40% (45) 0.079
Diabetes pretreated 29% (43) 39% (40) 26% (29) 0042
Prior heart failure 14% (21) | 12% (12) 15% (17) 0.73
LVEF % 40 (35-50) 40 (35-50) 40 (35-50) 0.67
Atrial fibrillation | 3% (4) | 9% (9) | 21% (24) <0.001
Cancer 0.012
Active 2% (3) 7% (7) 4% (4)
Previous 2% (3) 7% (7) 11% (12)
Death during STEMI hospitalization 7% (11) [ 10% (10) 17% (19) 0.041

ASCVD, atherosclerotic coronary vascular disease; BMI, body mass index; MI, myocardial infarction; PCI, percutaneous coronary intervention; CABG, coronary artery bypass graft; TIA,
transient ischemic attack; PAD, peripheral arterial disease; ICA, internal carotid artery stenosis; LVEF, left ventricular ejection fraction; STEMI, ST-segment elevation myocardial infarction.
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Age 65-74

N =104

Cardiac markers
hsTnT (ng/L, IQR) 3,204 (1,185-6,353) 3,470 (1,431-6,761) 3,813 (1,359-8,025) 062
CK (U/L, IQR) 1,445 (642-3,023) 1,281 (599-2,832) 1,213 (525-2,159) 0099
Lipid parameters

Total cholesterol (mg/dL, IQR) 176 (148-208) 157 (130-194) 152 (129-200) 0.004

Triglycerides (mg/dL, IQR) 144 (102-213) 108 (71-168) 105 (77-141) <0001
HDL (mg/dL, IQR) 42 (35-50) | 45 (37-59) 50 (40-61) <0001
Non-HDL (mg/dL, IQR) 134 (100-166) 108 (82-142) 103 (72-146) <0.001
LDL (mg/dL, IQR) 103 (76-135) | 86 (64-118) 82 (58-121) 0.004

Other parameters

HbAIC (%, IQR) 6(6-8) 6(6-7) 6(6-7) 0.082

7 CRP 3(1-10) 3(1-13) 4(2-11) 030
€GER 80 (67-90) | 68 (50-82) 52 (41-70) <0001
Non-HDL ' 0,006
Non-HDL <85 mg/dL [ 16% (22) | 29% (29) 33% (32) [
Non-HDL 85-99 mg/dL 9% (12) 14% (14) 12% (12)
Non-HDL >99 mg/dL 76% (106) | 57% (58) 55% (54)
Triglycerides 0,009
Triglycerides <275 mg/dL [ 85% (122) | 92% (93) 96% (100)
Triglycerides 2275 mg/dL 15% (22) 8% (8) 4% (4)
LDL [ | 0022
LDL <55 mg/dL 6% (9) 17% (17) 23% (23)
LDL 55-69 mg/dL [ 16% (23) | 15% (15) 16% (16)
LDL 70-99 mg/dL 25% (36) 25% (25) 24% (24)
LDL >99 mg/dL. 52% (75) 43% (43) 38% (39)

hsTn, high-sensitive troponin T; HDL, high-density lipoprotein; non-HDL, non-high-density lipoprotein; LDL, low-density lipoprotein. The parameters highlighted in bold are those required
by ESC/EAS to determine LDL-C and non-HDL target attainment.
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Main therapeutic drugs Amount Frequency Per capita

(RMB) (RMB)
Cephalosporins 6,548.17 9,136.52 8,170.11 8,881.42 4,813.26 751048 | 403 93.17
Enzyme inhibitors 4,698.28 1,090.82 1829.78 4,183.2 0 11,802.08 ‘ 66 178.82
penicillins 609.24 146.04 27.96 891 434.65 1,2268 34 36.08
 Macrolides 350.58 304.6 33873 924 0 1,086.31 ‘ 19 57.17
Quinolones 343.83 405.07 ose | 5,902.96 696932 | 12 | 580.78
vancomycin 31224 0 0 0 0 s 1 31224
Carbapenems 259.2 4,033.14 31198 503.68 7,527.48 1263548 16 789.72
Nifurtyl 164 17486 13172 234651 414 2,858.49 15 19057
Clindamycins [ 3834 83.82 [ 0 425.62 [ 429.12 9769 12 | 81.41
Nitroimidazoles 18.36 1458 35 0 0 187.66 12 15.64
Tegacyclin [ 0 1800 [ 0 0 [ 0 1800 2 900.00
 Linsaolamide 0 1,42056 0 0 0 1,420.56 2 71028
Amtreonam 0 0 [ 452 3414 0 79.34 2 39.67
Furantoin 0 0 B 0.84 0 141 | 2 7 221
Teicoplanin [ 0 0 [ 0 2015.55 [ 0 2015.55 1 201555
Fosfomycin 0 0 0 } 48.56 0 48.56 ‘ 1 48.56
Total 1334224 | 1874123 10,977.01 | 1876383 | 1914887 80,973.18 600 134.96
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Region, n (%)

Bejing 6 (107%) 8 (142%) 8 (1.42%) 10 (1.78%) 3 (053%) 35 (6:22%)
Chengdu 33 (586%) 58 (10.30%) 36 (6.39%) 37 (657%) 42 (7.46%) 206 (36.59%)
Guangzhou 30 (5.33%) 40 (7.10%) 25 (4.44%) 34 (6.04%) 27 (4.80%) 156 (27.72%)
Haerbin 3 (053%) 3(053%) 0/(0.00%) 5 (0.89%) 4(071%) 15 (2.66%)
Hangzhou 4(071%) 4(071%) 9 (1.60%) 7 (1.24%) 13 (231%) 37 (657%)
Shanghai 7 (1.24%) 9 (160%) 9 (1.60%) 15 (266%) 9 (160%) 49 (8.70%)
Shenyang 0 (0.00%) 0/(0.00%) 0/(0.00%) 5 (0.89%) 0/(0.00%) 5 (0.89%)
Tianjin 5 (0.89%) 4(071%) 5 (0.89%) 2/(0.36%) 0/(0.00%) 16 (2.84%)
Zhengzhou 6 (107%) 4(071%) 7 (1.24%) 9 (1.60%) 18 (3.20%) 44 (7.82%)
Tatol 94 (16.70%) 130 (23.09%) 99 (17.58%) 124 (22.02%) 116 (20.60%) 563 (100%)
Drug costs 1334224 (16.08%) 18,420.57 (22.20%) 1112553 (1341%) | 20.861.09 (25.14%) 1923443 (23.18%) | 82,983.86 (100%)
Cost per patient 14194 14170 11238 16823 165.81 147.40
Age, n (%)
18-24 19 (3.37%) 21 (3:73%) 14 (2.49%) 33 (5.86%) 22 (391%) 109 (1936%)
2534 61 (1083%) 82 (14.56%) 63 (11.19%) 60 (10.66%) 73 (12.97%) 339 (60.21%)
3544 14 (249%) 26 (4.62%) 21 (373%) 29 (5.15%) 17 (3.02%) 107 (19.01%)
45-50 0 (0.00%) 1(0.18%) 1(0.18%) 2 (0.36%) 4(071%) 8 (142%)
Average 2002 £ 474 2967 £ 6.04 30.26 £ 591 2910 £ 872 2998 £ 6.40 2960 £ 659
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Drug classificatiol 2018 (%) 2019 (%) 2021 (%) 2022 (%) Average (%)
Cephalosporins 8.67 14.67 16.67 14.00 13.17 1343
Enzyme inhibitors 001 002 003 0.02 0.02 220
penicillins 183 083 067 067 167 113
Macrolides 083 133 067 017 017 063
Carbapenems 017 100 033 033 0.83 053
Nifurtyl 033 050 033 117 017 050
Clindamycins 033 050 000 050 0.67 050
Nitroimidazoles 033 050 | 050 | 0.67 | 0.00 | 050
 Quinolones 033 050 050 033 033 | 050
Amtreonam 0.00 0.00 0.00 017 0.17 0.17
Furantoin 0.00 000 0.00 | 017 017 017
Linazolamide 0.00 017 | 000 0.00 017 017
Tegacyclin 0.00 I 017 0.00 0.00 0.00 017
Fosfomycin 0.00 000 000 017 0.00 | 017
Teicoplanin 0.00 000 0.00 017 0.00 017

vancomycin 017 000 000 0.00 0.00 017
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Outcome Risk reduction Annualized NNT CNT
SOTA VS SOC DAPA VS SOC SOTA DAPA SOTA DAPA

All-cause mortality (95%CI) 0.82 (0.59-1.14) 0.78 (0.63-0.97) 35 (16~00) 40 (24-238) Figure 2 $189640 ($113784~$1128358)

CV mortality (95%CI) 0.84 (0.58-1.22) 0.79 (0.63-1.01) 56 (19~00) 50 (29~00) Figure 3 $237050 ($132748~c0)
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Number of patients with T2DM(%) 608 (100%) 2,139 (100%)
White (%) 933% oo
Median follow-up (years) 077 s
| Age (medium) 6 663
Female sex (%) 326% 23%
Medium Hemoglobin 71 IEn
Medium NT-proBNP(IQR)-pg/ml 18168 1479
Medium eGER (%) 92 69
Systolic BP 122 1214
BMI 304 293






OPS/images/fphar-15-1373314/fphar-15-1373314-t002.jpg
Paramete Sotagliflozin Dapagliflozin
Number of patients in the control arm 614 1,064

Patient years of therapy in the control arm 473 1,607

Number of events-control arm 355 271

Annualized event rate-control arm 75.05% 16.86%

Number of patients- intervention arm 608 1,075

Patient years of therapy- intervention arm 468 1,623

Number of events-intervention arm (95%CI)
Annualized event rate-intervention arm (95%CI)
Absolute event rate reduction (annualized) (95%CI)
Annualized number needed to treat (95%CI)

 Anual drug cost

Cost needed to treat to prevent one event (95%CI)

238 (185-302)

50.85% (39.53-64.53%)
242% (10.52-35.52%)
4(3-7)

Figure 1

Figure 1

203 (171-244)
12.51% (10.54-15.03%)

4.35% (1.83-6.32%)

23 (16-55)

$4,741

$109043 (§75856-260,755)
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Characteristic Total

Age (years) 62 (55-67)
Sex
Female 85 (30.9%)
Male 190 (69.1%)
Diagnosis
Lung cancer 66 (24.0%)
Colorectal cancer 35 (12.7%)
Gastric cancer ) (10.9%)
Liver cancer 28 (10.2%)
Pancreatic cancer 26 (9.45%)
‘Throat cancer 23 (8.36%)
Esophageal cancer 22 (8.00%)
Biliary tract cancer s (5.82%)
Genital tract tumors 10 (3.64%)
» Other cancer 19 (6.90%)
Department
General surgery 97 (35.3%)
Radiosurgery department 83 (30.2%)
Oncology department [ 58 (21.1%)
Cardiothoracic surgery 37 (13.5%)
Length of hospital stay (days) 7 (4-17)
Dosing regimen of Elemene [
Dose (mg) 440 (264-528)
Duration of therapy (days) 3(2-5)
Combined treatment
Chemotherapy 199 (68.2%)
Radiotherapy 28 (9.58%))
Surgery 21 (6.84%)
Immunotherapy 15 (5.45%)
No treatment 45 (15.4%)
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Variable Appropriate (n = 105) Inappropriate (n = 170) p-Value p-Value OR*
 Age (years) 58 (51-65) 63 (56-67) 0.001 0028 096 (093-1)
Sex
Female 23 (21.9) 62 (36.47) 0011 0224
Male 82 (78.1) 108 (63.53)
VDi.ay\osis‘ [ |
Lung cancer |4 @19 2020 <0001 0.001 471 (1158
Gastric cancer 12 (11.43) 18 (10.59) 0828
Liver caner 22 (2095) ) <0001 <0001 1202 (431-3355)
‘Throat cancer 13029 10 (5.88) 0.064 [
Esophageal cancer R 10 (5.88) 0.105
Colorectal cancer 0 | 35 (20.6) E
" Pancreatic cancer 0 26 (15.3)
Biliary tract cancer [ 0 16 (9.41) =
Genital tract cancer 0 10 (5.88) z
- Other [ 2(1.90) 17 (10.0) 2
Department
General surgery 33 (3143) 64 (37.65) 0295
Radiosurgery department | 34 (32.38) 49 (28.82) 0533
Oncology department 3080 |55 239) <0.001 0001 012 (0.03-043)
Cardiothoracic surgery |35 a3 2(118) <0.001 <0.001 2937 (6.24-138.18)
Length of stay (days) |6 4-10) 10 (4-24) <0001 0.188
Duration of therapy (days) 3ew B (2-6) 0055
 Combined treatment
Chemotherapy s (80.95) 114 (67.06) 0017 0976
Radiotherapy e 22 (12.94) 0.061
- sugery ls (857) 12 (7.06) 0647
Immunotherapy 12 (11.43) 3 (1.76) 0.008 0.004 6.94 (1.67-28.84)
No combined treatment 10 (9.52) 35 (20.59) 0019 0879

'p-value of univariate logistic analysis; ‘p-value and odds ratio of multivariate logistic analysis.
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