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LYSOSOM — CELLENS MAVE
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LYSOSOM — MEGET MER END CELLENS MAVE
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C:9, KATIONISKE OG AMFIFILISKE STOFFER RAMMER LYSOSOMER

- SMA MOLEKYLER MED H@J LogP OG pKa

- DIFFUNDERER FRIT GENNEM BIOLOGISKE MEMBRANER

- AKKUMULERER OP TIL 1000 GANG | DE SYRE LYSOSOMER

- OGER LYSOSOMAL pH OF FORSTYRER LYSOSOMERNES FUNKTION
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KATIONISKE OG AMFIFILISKE STOFFER SOM KRZAFT MEDICIN

KRAEFT-SPECIFIK CYTOTOXICITET. >60 KRFTCELLELINJER TESTET IN VITRO
HAMNING AF TUMOR VAKST: >50 KREFTMODELLER | MUS OG ROTTER
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@ HVILKEN KATIONISK OG AMFIFILISK STOF ER
BEDST TIL KRAEFTBEHANDLING?

DRUG LIBRARY SCREEN FOR
CYTOTOXICITET MOD NSCLC CELLER
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Ellegaard et al, EBioMedicine, 2016



Pharmaco-epidemiologisk studie af effekten af KA-antihistaminer pa cancer prognose

« 185.000 patienter diagnostiseret med
non-localiseret kraeft i Denmark mellem
1995 og 2011

« Stratificeret ifglge KA versus ikke-KA-
antihistamin brug 0-6 mdr efter
diagnosen

« Stratificeret ifglge kemoterapi
(tilgeenglig efter 2002)

« Stratificeret ifglge kreeft type (NSCLC)

« Cox proportional hazard ratio (HR)

Ellegaard et al, EBioMedicine, 2016



KATIONISKE OG AMFIFILISKE ANTIHISTAMINER REDUCERER HR FOR
@ MORTALITET BLANDT PATIENTER MED IKKE-LOKALISERET KRAFT
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Ellegaard et al, EBioMedicine, 2016



LORATADINE REDUCERER HR FOR MORTALITET
@ BLANDT PATIENTER MED AVANCERET NSCLC

Drug GLLN 2 2 N S SAMLIGNET MED MATCHEDE
————> Loratadine 0.69 0.49 0.96 0.030 60 KONTROLLER MED LIGNENDE
——> Chemo (+) 0.64 042 097 0035 34 BRUG AF IKKE-KA-ANTIHISTAMINER

o (1) 081 046 141 0457 26 (CETRIZINE AND FEXOFENADINE)
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KATIONISKE OG AMFIFILISKE ANTIHISTAMINER REDUCERER HR FOR
@ MORTALITET BLANDT PATIENTER MED A£GGESTOK KRAFT

BRIEF COMMUNICATION

Antihistamines and Ovarian Cancer Survival: Nationwide
Cohort Study and in Vitro Cell Viability Assay

Freija Verdoodt (» , Christian Dehlendorff
Anton Pottegard, Jesper Hallas, Sgren Friis, Susanne K. Kjaer

JNCI] Natl Cancer Inst (2020) 112(9): djz217

doi: 10.1093/jnci/djz217
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Brief Communication

, Marja Jaattela, Robert Strauss @ ,

Table 1. Association between antihistamine use and ovarian cancer-specific mortality: use of CAD antihistamines compared with non-CAD

antihistamine use as an active comparator (upper panel), and compared with nonuse of any antihistamines (lower panel)

Analysis Antihistamine use No. Events HR (95% CI)* HR (95% CI)t

1-y baseline Non-CAD antihistaminef 346 168 1.00 (Referent) 1.00 (Referent)
CAD antihistamine§ 138 58 0.77 (0.57 to 1.05) 0.74 (0.51 to 1.06)
Cumulative amount (/100 DDD)| 0.92 (0.76 to 1.12)

3-y baseline Non-CAD antihistaminet 304 111 1.00 (Referent) 1.00 (Referent)
CAD antihistamine§ 133 37 0.74 (0.51 to 1.09) 0.63 (0.40 to 0.99)
Cumulative amount (/100 DDD)|| 0.95 (0.85 to 1.05)




BREAST CANCER SPECIFIC SURVIVAL

GO

KATIONISKE OG AMFIFILISKE ANTIHISTAMINER REDUCERER HR FOR

MORTALITET BLANDT PATIENTER MED BRYST KRAFT
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ORIGINAL ARTICLE

Desloratadine and loratadine stand out among common H;-antihistamines for

8 OPEN ACCESS ') Check for updates

association with improved breast cancer survival

lldiké Fritz?, Philippe Wagner?, Per Broberg?, Rickard Einefors® and Hakan Olsson®®

EBASTINE (228)

DESLORATADINE (1107)

| LORATADINE (1075)
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CETRIZINE 1469)

NONE (55284)

CLEMASTINE (1021)

25 5 15 10
Time in years

Peridiagnostic antihistamine use and breast cancer specific mortality

Antihistamine type HRP 2.5 % 97.5 % p
Cetirizine 1.16 0.99 1.35 067
Clemastine 1.34 1.14 1.59 <.001
Desloratadine 0.69 0.55 0.86 .001
Ebastine 0.49 0.27 0.88 018
Fexofenadine 1.06 0.57 1.97 .856
\Loratadine 0.78 0.63 0.96 021 |

Note the effect of ebastine!!!
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KATIONISKE OG AMFIFILISKE ANTIHISTAMINER REDUCERER HR FOR
MORTALITET BLANDT KRAEFTPATIENTER

Translational Oncology 14 (2021) 101029

Contents lists available at ScienceDirect

Translational Oncology

journal homepage: www.elsevier.com/locate/tranon

Original Research

Improved survival in several cancers with use of H;-antihistamines )
desloratadine and loratadine S

11diké Fritz®*, Philippe Wagner? Hakan Olsson®"

 Department of Cancer Epidemiology, Clinical Sciences, Lund University, Lund, Sweden
b Department of Oncology and Pathology, Clinical Sciences, Lund University, Lund, Sweden

Effect of peridiagnostic desloratadine use on cancer mortality

Gastric (151) —'—t— 0.70 [0.49;0.99]
Colorectal + anal (153+154) — 0.86 [0.74;1.00]
Pancreatic (157) — - 0.71 [0.56; 0.90]
Lung (162+163) yea) 0.85 [0.76; 0.95]
Breast (170) —- 0.75 [0.61;0.92]
Prostate (177) == 0.75 [0.61;0.93]
Kidney (180) s 0.70 [0.48;1.03]
Bladder (181) —— 0.75 [0.55;1.02]
Melanoma (190) —— 0.50 [0.32;0.78]
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C:9, NASTE SKRIDT: KLINISKE FORS@G MED KA-ANTIHISTAMINER

BEHANDLING AF BEHANDLINGSRESISTENT KRAFT

MED EBASTINE OR LORATADINE

ORTHOTOPIC MCF7 BREAST CANCER XENOGRAFT
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