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Table 1

PK - EFECTIVIDAD

Evidence for TDM for targeted oral antineoplastic drgs

Evidence level

Recommendation

Description

1

2

3

Strongly recommended
Recommended

Potentially useful

Exploratory

Not recommended

Randomised, prospective studies demonstrated positive effect of
routine TDM with regards to efficacy and/or safety.

There is an established exposure-response relationship using standard
dosage from retrospective studies, a target is established and a
feasibility study has been performed.

An exposure-response or exposure-safety relationship using standard
dosage has been identified and a potential target has been reported.
An exposure-response or exposure-safety relationship using standard
dosage has been identified but no target has been reported.

No exposure-response or exposure-safety relationship using
standard dosage has been identified and/or

- there is very few data on pharmacokinetics of the drug;

- there are more useful targets than plasma concentration (PDY);

- there is evidence that TDM is not usefil

Farmaco Relacion Cmin
Farmaco Relacion Cmin Afatinib Seguridad < 28,5 ng/ml
Abiraterona Eficacia > 8,4ng/ml Alectinib Eficacia 2 435ng/ml
. . >
Everolimus Eficacia > 10ng/ml Cabozantinib Eflca.ua > 537ng/ml
— — Seguridad < 618 ng/ml
Imatinib Eficacia (LMC) >1000ng/ml Crizotinib Eficacia > 235ng/ml
Eficacia (GIST) >1100ng/ml Dasatinib Seguridad <2,5ng/ml
Pazopanib Eficaca >20,5mg/L Lenvatinib Seguridad <88 ng/ml
Seguridad <46mg/L Nilotinib Eficacia > 469ng/ml
. . . Olaparib Seguridad <2500ng/ml
Sunitinib Eficaca 2 50ng/ml
HIIEnt I _ p g/ I Osimertinib Seguridad <259ng/ml
Seguridad <87,5ng/m Regorafenib Eficaca > 2900ng/ml
Tamoxifeno Eficacia >5,97g/ml Seguridad <4300ng/ml
Trametinib Eficacia > 10,6ng/ml Vemurafenib Eficacia > 50ng/ml
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Anna Mueller-Schoell et al. Therapeutic drug monitoring of oral targeted antineoplastic drugs. Eur J Clin Pharmacol. 2021 Apr;77(4):441-464
Van der Kliej et al. Therapeutic Drug Monitoring of Kinase Inhibitors in Oncology. Clin Pharmacokinet. 2023 Oct;62(10):1033-1064



ADHERENCIA: SEGUIMIENTO ICO
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Lectura vials x
Quantitat dispensacid 112.0
Quantitat remanent anterior 0.0
* Quantitat remanent |8.0
* Inicl 11/10/2023 =y
*Fi 08/11/2023 %
* no dies de descans 0

* Posologia 4.0 CLINI CAL
[ Accepta ][ Cancel-la ] INTER“IEW

Historic dispensacio ambulatoria

Accid - [ @ ] [,ﬁ, Devolucid ] @ Full de prescripcié ] @Obser\lacions per idioma ] @ Full de dispensacid ] ['l.—; Signar dispensacid ] ['l.—; Desar i veure signatura ] L__}, Arxiu medicament &Ampliar
Tipus Data dispensacié Data prescripcié Durada (dies) Medicament Observacions
dispensacié 08/02/2024 10:10 07/02/2024 28 APALUTAMIDA & -
dispensacié 10/01/2024 09:58 10/01/2024 28 APALUTAMIDA &
dispensacié 13/12/2023 09:18 13/12/2023 28 APALUTAMIDA &
dispensacié 08/11/2023 11:24 09/11/2023 28 APALUTAMIDA

Dispenso 1 semana mas porque tiene telefonica el 7 y el 8

&

dispensacié 11/10/2023 11:52 12/10/2023 28 APALUTAMIDA
Dispenso 1 semana mas porque tiene telefonica el 7 y el & es fes
dispensacié 14/09/2023 13:07 14/09/2023 28 APALUTAMIDA -

Columnes ccultes: 1 Registres: 28

Detall de dispensacio ambulatéria

Accid - - [E ﬂ Ampliar

Num.

Presentacio dies Posologiz Qua!nl_:ltat Q_uantltat_ forantatal Fi pd‘:' .
d teorica dispensad: remanent Adheréncia
escat
ERLEADA 50 MG COMPRIMITS 1] 4 112 112 8 11/10/2023 08/11/20 92.86
Columnes ocultes: 2 Registres: 28
ESPOQ - Eina de suport al procés or dgic de quimioterapia - Copyright ICO 2013 - 2024 versio: espoq-3.0.4-28 (09-05-2024 14:32) proAdfManm_DS)

A2 Escriu aqui per cercar E
—




CRONOGRAMA

REUNIONES MULTIDISCIPLINARES
PROTOCOLO CEIC

DISENO CIRCUITOS

DISENO BASE DE DATOS

BECA SEFH

INCLUSION DIANA-2
IMA-GIST (N=28),
IMA-LMC (N=23)

ABI-CP (N=113)
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VALIDACION TECNICA
ANALITICA




RESULTADOS: ADHERENCIA

Everolimus: Media 99,7% (71%-113%)

N
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DOSIS INTENSIDAD RELATIVA: Media 75,4% (25%-104%)
RDI < 85% Edad >70 vs < 70 > 81.6%% vs 18.8%
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ABIRATERONA Total N
N=125
Intensitat Dosi Total, Mediana [RIQ] 100.0 [99.5:101.0] 125
Adheréncia AOD ESPOQ, Mediana [RIQ] 100.0[100.0;101.0] 125
Adheréncia AOD ESPOQ. n (%): 125
<90 4(3.2%) “® GUARD
CONSORTIUM
>=90 121 (96.8%) k




ADHERENCIA: CANCER DE PROSTATA oxe2)
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DAROLUTAMIDA ?°?1
NC

MEDICATION
y/\\m/ \@r POSSETION RATIO

APALUTAMIDA 93 6%

>80% > 86.5% Y’( o
pd SRS

ABIRATERONA > 90%
% NO ADH = 3.2%

ENZALUTAMIDA > 90%

. % NO ADH = 6.4% “® GUARD

% CONSORTIUM

Jason Hafron !, Parjosh Sangha?, Tiffany Kung 2, Janis Pruett?3.Adherence to Hormonal Therapies in Prostate Cancer. Urol Pract. 2023 Nov;10(6):540-546



https://pubmed.ncbi.nlm.nih.gov/?term=Hafron+J&cauthor_id=37647139
https://pubmed.ncbi.nlm.nih.gov/?term=Hafron+J&cauthor_id=37647139
https://pubmed.ncbi.nlm.nih.gov/37647139/#full-view-affiliation-1
https://pubmed.ncbi.nlm.nih.gov/?term=Sangha+P&cauthor_id=37647139
https://pubmed.ncbi.nlm.nih.gov/?term=Sangha+P&cauthor_id=37647139
https://pubmed.ncbi.nlm.nih.gov/37647139/#full-view-affiliation-2
https://pubmed.ncbi.nlm.nih.gov/?term=Kung+T&cauthor_id=37647139
https://pubmed.ncbi.nlm.nih.gov/?term=Kung+T&cauthor_id=37647139
https://pubmed.ncbi.nlm.nih.gov/37647139/#full-view-affiliation-2
https://pubmed.ncbi.nlm.nih.gov/?term=Pruett+J&cauthor_id=37647139
https://pubmed.ncbi.nlm.nih.gov/?term=Pruett+J&cauthor_id=37647139
https://pubmed.ncbi.nlm.nih.gov/37647139/#full-view-affiliation-2
https://pubmed.ncbi.nlm.nih.gov/37647139/#full-view-affiliation-3

ABIRATERONA: PK-EFECTIVIDAD

38/61 (629) pacientes

presentaron respuesta de PSA
(4=50%) alos 3 meses

Analisis univariante —

La Cminss de ABI fue 1,5 veces mayor

en los respondedores que en los no respondoores
(12 vs 8 Nng/mL, p = 0,0015)

Responderes 12
MNo responde 8

Analisis multivariante —

o Cminss de ABI se asocid con la respuesta
de PSA (odds ratio = 1,12, p = 0,004)

Mayor SLP con Cminss = 8,4 ng/mL
frente a Cminss < 8,4 ng/mL

de la Cminss de ABI

@ Gran variabilidad inter e intraindividual
—= 46% y 33%, respectivamente

Progression Free Survival (proportion)

0.75 1

050 4

0251

0.00 4
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— 7B oy 8.4 ngfmL
PFS : 7.4 months [C196% 5.5-14.7)

s ABI C, ¥ B4 /L
PFS: 12.2 months [C195% 9.2-19.5)

Cmin,, optima ABI = 8,4 ng/mL
Prediccio resposta PSA +3 mesos

SLP 12,2 vs 7,4 mesos

(HR=0,55; p=0,044)

i)

L
L

Carton E et al. Relation between plasma trough concentration of abiraterone and prostate-specific antigen response in metastatic castration-resistant
prostate cancer patients. Eur J Cancer. 2017 Feb;72:54-61. doi: 10.1016/j.ejca.2016.11.027. Epub 2016 Dec 24. PMID: 28027516.



ABIRATERONA: PK-EFECTIVIDAD
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PSA independent PFS

35/62 (56%) pacientes con 10 - = Crmin <8.4 ng/mi (n=26, median PFS = 6.1 monihe)
o EH Cmin>=84 ng/ml (n=36, median PFS = 16.9 months)
> _
respuesta de PSA (12 50%) T ..
2 SLP 16,9 vs 6,1 mesos
o . . 2 ‘ (HR=0,44; p=0,01)
Analisis multivariante % 06 -
e Mayor SLP con Cminss g )
de ABI = 8,4 ng/mL s
e Mayor TPPSA con Cminss 3 s
de ABI = 8,4 ng/mL & ‘
0.0 Log rank-test p=0.077
Variabilitad interpaciente o 20 a0 oo
(CV%) —> 70% para ABI L e (o)
v 61% pPara D4A % Time to PSA progression
1.0 - B Cmin < 8.4 ng/ml (n=26, median PFS = 3.7 months)
Variabilitad intrapaciente - T ST e e e
(CV%) — 53% para ABI g TPPSA 19,8 vs 3,7 mesos
y 45% para D4A ‘E o6 | (HR=0,52; p=0.038)
i
€ o4
e
Con ABI 1.000 mg/dia: g o
— 42% de los pacientes =
presentan Cminss < 8,4 ng/mL 0o Log rank-test p=0.062
o 20 40 60
Cminss de ABI =z 8,4 ng/mL —» Mejor pronost Tieme ¢monthe)
-~ % GUARD
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van Nuland M. Exposure-response analyses of abiraterone and its metabolites in real-world patients with metastatic castration-resistant prostate
cancer. Prostate Cancer Prostatic Dis. 2020 Jun;23(2):244-251. doi: 10.1038/s41391- 019-0179-5. Epub 2019 Oct 14. PMID: 31611636.



ABIRATERONA: INTERVENCION 0 1ANAG)
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Cimin = 8.4 ng/mL

* C.in <8.4 ng/mL

‘I' not evaluated

Groenland SL et al; Dutch Pharmacology Oncology Group (DPOG). Concomitant intake of abiraterone acetate and food to increase t G UAR D
pharmacokinetic exposure: real life data from a therapeutic drug monitoring programme. Eur J Cancer. 2020 May;130:32-38. doi: B
10.1016/j.ejca.2020.02.012. Epub 2020 Mar 13. PMID: 32172196.



RESULTADOS: Cminss e @ X @auardConsortium

Cminss - Muestras Analizadas

90.00%

83.33%
o 74.29%
Abiraterona: 24.7ng/ml roc
(0.6 -99.9ng/ml) 60.00% n=11> n=119 — n=24
Everolimus: 14.47 ng/mi snoo —0-70% 16.22%

(2.06 = 72.97) 40.00%

Imatinib LMC: 815.5ng/ml 50.00%
(289.9 — 2306.9)

10.00%

Imatinib GIST: 987.2ng/ml
(241.1 — 2526.8 ng/ml)

39.50%
27.83%
25.719
23.48% 7
16.67%
14.29% I

Abiraterona Everolimus Imatinib GIST Imatinib LMC

0.00%

B Cmin<MT B Cminen MT Cmin > MT




INDIVIDUALIZACION

Cminss
3,6ng/ml

2 FARMACOS

o
+ CYP3A4 .
A

.B Cminss
. 15,3ng/ml

+ HMZ PIK3R1

EVEROLIMUS
10mg/dia

—
DiIANA(®

Cminss
37,1 ng/ml
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drug selection

Changsen Bai et al. Machine Learning-Enabled Drug-Induced Toxicity Prediction.Adv Sci /Whein). 2025 Feb 3: e2413405.


https://pubmed.ncbi.nlm.nih.gov/?term=Bai+C&cauthor_id=39899688
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