Alimentary tract and metabolim (A)

H2-receptor antagonists (AO2BA) |
Proton pump inhibitors (A02BC) 0 |
Combinations for eradication of Helicobacter pylori (A02BD) 1
Propulsives (AO3FA)
Contact laxatives (AO6AB)
Osmotically acting laxatives (AO6AD)
Aminosalicylic acid and similar agents (AO7EC) |
Insulins and analogues for injection, fast-acting (A10AB) |1
Insulins and analogues for injection, intermediate-acting (A10AC)
Insulins and analogues for injection, intermediate- or long-acting combined with fast-acting (A10AD)
Insulins and analogues for injection, long-acting (A10AE) |1
Biguanides (A10BA) |
Sulfonylureas (A10BB) |
Thiazolidinediones (A10BG)
Dipeptidyl peptidase 4 (DPP-4) inhibitors (A10BH)
Glucagon-like peptide-1 (GLP-1) analogues (A10BJ)
Vitamin D and analogues (A11CC)
Calcium, combinations with vitamin D and/or other drugs (A12AX)
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Number of combinations

Blood and blood forming organs (B)
Vitamin K antagonists (BO1AA) (o
Heparin group (BO1AB) 1
Platelet aggregation inhibitors excl. heparin (BO1AC) |
Direct thrombin inhibitors (BO1AE)
Direct factor Xa inhibitors (BO1AF) =
Iron bivalent, oral preparations (BO3AA)
Vitamin B12 (cyanocobalamin and analogues) (BO3BA) |

0 50 100 150
Number of combinations

Cardiovascular system (C)

Antiarrhythmics, class Ic (C01BC) ]
Antiarrhythmics, class 11l (CO1BD) N

Organic nitrates (CO1DA) fu

Alpha-adrenoceptor antagonists (C02CA)
Thiazides, plain (CO3AA)

Sulfonamides, plain (CO3CA)

Muscle relaxants (CO5AE)

Beta blocking agents, non-selective (CO7AA) 1
Beta blocking agents, selective (CO7AB) |
Dihydropyridine derivatives (CO8CA) =
Phenylalkylamine derivatives (CO8DA)
Benzothiazepine derivatives (CO8DB)

ACE inhibitors, plain (C09AA) -

ACE inhibitors and diuretics (CO9BA)
Angiotensin Il antagonists, plain (CO9CA) ]
Angiotensin Il antagonists and diuretics (CO9DA)
HMG CoA reductase inhibitors (C10AA) —

Fibrates (C10AB)

Other lipid modifying agents (C10AX)

HMG CoA reductase inhibitors in combination with other lipid modifying agents (C10BA)

0 50 100 150

Number of combinations



Dermatologicals (D)

Imidazole and triazole derivatives (DO1AC) :

Antifungals for systemic use (DO1BA) |==®
Antivirals (DO6BB)

Other chemotherapeutics (DO6BX) |
Corticosteroids, potent (group Ill) (DO7AC)

Retinoids for treatment of acne (D10BA) |

Agents for dermatitis, excluding corticosteroids (D11AH) |

0 50 100 150
Number of combinations

Genito urinary system and sex hormones (G)

Imidazole derivatives (GO1AF)
Drugs for urinary frequency and incontinence (G0O4BD) I
Alpha-adrenoreceptor antagonists (GO4CA) 1

0 50 100 150
Number of combinations

Systemic hormonal preparations, excl. sex hormones and
insulins (H)

Vasopressin and analogues (HO1BA)
Glucocorticoids (H02AB) | ‘ ‘

Thyroid hormones (HO3AA)
Sulfur-containing imidazole derivatives (HO3BB) | |
T

0 50 100 150

Number of combinations

Antiinfectives for systemic use (J)

Tetracyclines (JO1AA) ]

Penicillins with extended spectrum (JO1CA)

Beta-lactamase sensitive penicillins (JO1CE) [1

Beta-lactamase resistant penicillins (JO1CF) |1

Combinations of penicillins, incl. beta-lactamase inhibitors (JO1CR) ]
Third-generation cephalosporins (J01DD)

Trimethoprim and derivatives (JO1EA)

Combinations of sulfonamides and trimethoprim, incl. derivatives (JO1EE) 1

Macrolides (JO1FA) | -
Lincosamides (JOLFF) |
Fluoroquinolones (JO1MA) |

Nitrofuran derivatives (JO1XE) I

Triazole derivatives (JO2AC)

Nucleosides and nucleotides excl. reverse transcriptase inhibitors (JO5AB)
Antivirals for treatment of HIV infections, combinations (JO5AR)

0 50 100 150
Number of combinations



Antineoplastic and ummonumodulating agents (L)

Folic acid analogues (LO1BA) I

Purine analogues (LO1BB)

Pyrimidine analogues (LO1BC) 1

Protein kinase inhibitors (LO1XE)

Other antineoplastic agents (LO1XX)

Gonadotropin releasing hormone analogues (LO2AE)
Anti-estrogens (LO2BA) m

Selective immunosuppressants (LO4AA) pm

Tumor necrosis factor alpha (TNF-a) inhibitors (LO4AB) | -
Calcineurin inhibitors (LO4AD) |
Other immunosuppressants (LO4AX) ]
0 50 100 150

Number of combinations

Musculo-skeletal system (M)

Acetic acid derivatives and related substances (M01AB) -
Oxicams (MO1AC) i
Propionic acid derivatives (MO1AE) i ]
Coxibs (MO1AH) | ]

Preparations inhibiting uric acid production (M04AA) |i
Preparations with no effect on uric acid metabolism (MO4AC) |
Bisphosphonates (MO5BA) f []

Other drugs affecting bone structure and mineralization (MO5BX)

0 50 100 150
Number of combinations

Nervous system (N)

Amides (NO1BB) |

Natural opium alkaloids (NO2AA) e

Phenylpiperidine derivatives (NO2AB)

Oripavine derivatives (NO2AE)

Other opioids (N02AX) ]

Anilides (NO2BE)

Selective serotonin (5HT1) agonists (N02CC)

Hydantoin derivatives (NO3AB)

Carboxamide derivatives (NO3AF)

Fatty acid derivatives (NO3AG) |

Other antiepileptics (NO3AX) -

Dopa and dopa derivatives (NO4BA)

Dopamine agonists (NO4BC) |1

Butyrophenone derivatives (NOSAD) |i

Diazepines, oxazepines, thiazepines and oxepines (NO5AH) ]

Lithium (NOSAN)

Other antipsychotics (NO5AX) |

Benzodiazepine derivatives (NO5BA)

Benzodiazepine derivatives (NO5CD)

Benzodiazepine related drugs (NO5CF)

Non-selective monoamine reuptake inhibitors (NO6AA) 1

Selective serotonin reuptake inhibitors (NO6AB) i r

Other antidepressants (NO6AX)

Centrally acting sympathomimetics (NO6BA) ﬁ

Anticholinesterases (NO6DA)

0 50 100 150
Number of combinations



Antiparasitic products, insecticides and repellents (P)

Hydroxyquinoline derivatives (PO1AA)
Nitroimidazole derivatives (PO1AB) 1

Aminoquinolines (PO1BA) 1
T

Corticosteroids (RO1AD)
Selective beta-2-adrenoceptor agonists (RO3AC)

Adrenergics in combination with corticosteroids or other drugs, excl. anticholinergics (RO3AK)

B Combinationswith 0 cases in men

Not significant
mMen

Glucocorticoids (RO3BA)

Anticholinergics (RO3BB)

Leukotriene receptor antagonists (RO3DC)
Mucolytics (RO5CB)

Opium alkaloids and derivatives (RO5DA)
Piperazine derivatives (RO6AE)

Other antihistamines for systemic use (RO6AX)

50 100 150
Number of combinations

Respiratory system (R)

50 100 150

Number of combinations

Various (V)

Allergen extracts (VO1AA) ]

0

B Combinations with 0 cases in women
B Women

50 100 150

Number of combinations

Supplemental Figure 1. Overview of number of combinations per drug class ordered at the first level

of the Anatomical Therapeutic Chemical (ATC) code.



