
MIRUSTM
   

 
Technologie Institut Medizin GmbH (TIM) 

021_MC_off_label_use_IB_03_EN_v2 
   

 

Technologie Institut Medizin GmbH (TIM). General Manager Prof. Dipl.-Ing. Thomas P. Kriesmer 
District Court Koblenz. HRB 20959 • Tax number: 22 651 24017 • VAT-ID Nr. DE 198702204 

August-Thyssen-Str. 30 • D-56070 Koblenz • Germany. Tel. +49 261 899 689 00 • Fax +49 261 899 689 09 
Commerzbank AG • BIC COBADEFF570 • IBAN DE66 5704 0044 0109 9126 00 

info@tim-gmbh.de • www.tim-gmbh.de 

Page 1 of 8 
 

 

Introduction 

The S3 guideline 001/012: Analgesia, sedation and Delir management in intensive care 

medicine (as of 08/2015) describes the inhalative sedation of patients who are ventilated via 

tracheal tube or tracheostoma, as an alternative to the intravenous sedation. According to this 

guideline, inhalative sedation is carried out by inhalation anesthetics, as they are used as 

hypnotics in the course of an operation, but at a lower dose. The safety of inhaled sedatives, 

in particular isoflurane, is rated as positive. Inhaled sedation has the advantage of better 

controllability compared to intravenous sedation regimens. In addition, there are shorter and 

more predictable wake-up times. 

 

Off-label use 

However, the guideline mentioned above also indicates that the use of volatile anesthetics for 

sedation represents an Off-label use because it is another indication. In view of this, it is 

recommended that hemodynamics, respiratory parameters, liver and kidney values should be 

closely monitored. 

Therefore, we assume that the assessment of inhalative sedation in intensive care medicine 

is an Off-label use is basically correct. In the following, we examine the legal consequences of 

such an Off-label use for the responsible physician, the manufacturer of medical devices such 

as those of the MIRUS controller, the distributor of medical devices such as those of the MIRUS 

controller and pharmaceutical companies that sell volatile anesthetics. 

The term Off-label use refers to the medical approval of the medicinal product used in the case 

of authorized medicinal products. Sometimes the term Off-label use refers to the use of a drug 

outside of an indication mentioned in the product information. It is correct that this is certainly 

the typical example of an Off-label use. However, an Off-label use is not only the application 

in a different way than the approved indication, but any deviation from the specifications given 

in the product information for the medicinal product concerned; for example, with regard to the 

patient group for which the drug is approved, the dosage or the duration of use. In the present 

case, however, it is only an Off-label use with regard to the indication.  

For medical devices there is no regulatory approval that would correspond to the type and 

scope of the drug approval. However, as medical devices are certified for a specific purpose, 

it is appropriate to use Off-label use in this product category to mean the use of a medical 

device outside of this specific, certified purpose. 
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Use of the MIRUS controller in inhalative sedation in intensive care 

Regarding to this definition it is clear that the use of certain medical devices such as 
the MIRUS controller is not an Off-label use. 
Because these products are certified for the following purpose: "Application, dosing and control 

of gaseous volatile anesthetic agents to patients." In contrast to the currently available drug 

approvals, there is thus no definition of a specific clinical application area. If such medical 

devices are used for inhalative sedation, it is therefore an In-label use and thus an application 

within the certified purpose within the meaning of § 4 Abs. 1 MPBetrV. The use of such a 

medical device such as the MIRUS controller in the intensive care unit is therefore just as little 

problematic from a legal point of view than the use in the OR. 

This is also the case if medicinal products should be used off-label with the medical device in 

question. Because the manufacturer of a medical device that is intended for the use of drugs, 

is liable in principle only for the performance and safety of the product within the scope of the 

certified purpose. The MIRUS controller must therefore be suitable for the application, dosage 

and control of volatile anesthetics. In which concrete indication the MIRUS controller is used 

does not matter, as long as it is basically suitable for this application. 

 

Off-label use and responsibility of the pharmaceutical entrepreneur  

From the perspective of the pharmaceutical entrepreneur, who brings the Off-label used drugs 

into the market, the main legal question is whether there is evidence that the use of the drug 

outside the license leads to risks that force him out of product liability considerations to take 

risk minimization measures. These include, for example, the inclusion of warnings in the 

subject information; The inclusion of contraindications may also be a suitable risk minimization 

measure. If, as here, there is no such evidence (see the S3 guideline), the pharmaceutical 

entrepreneur is not forced to act against Off-label use; he may tolerate it. However, any 

advertising in favor of the Off-label uses is prohibited to the pharmaceutical entrepreneur, see 

§ 3a HWG. 
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Off-label use and medical responsibility  

From a medical perspective and with regard to the doctor-patient relationship, the situation can 

be summarized in one sentence as follows: "Within the scope of his therapeutic freedom, the 

doctor may use medicines regardless of their authorization status, if in his view this is medically 

appropriate." (Ulsenheimer, Handbuch des Arzt-rechts, § 148 Klinische Arzneimittelprüfung 

Rn. 39, beck-online). 

It should be added that in the case of an Off-label use, which has already established itself as 

a specialist medical treatment standard, the patient may even be entitled to treatment outside 

of a drug approval. Failure to do so off-label treatment may then be a (gross) treatment error. 

If the Off-label use has not yet established itself in this sense, the doctor is in any case entitled 

to use the drug in question off-label. 

The use of a drug outside of the authorization is usually accompanied by increased 

requirements for the patient's education, which must be documented as always. Depending 

on the risk profile of the drug, additional treatment-related controls may be required, as indeed 

required in the S3 guideline for the Off-label use of volatile anesthetics in the intensive care 

unit. 

From a civil, especially liability law perspective of the doctor Off-label use is therefore 

unproblematic. 

 

Summary 

The use of volatile anesthetics in the intensive care unit is rated positively by the S3 guideline, 

but classified as Off-label use. From the perspective of the medical device manufacturer and 

distributor and the pharmaceutical entrepreneur, such an Off-label use of volatile anesthetics 

is unproblematic given the known risk profile of these drugs. This also applies to the Off-label 

use of these drugs by the treating physicians in the intensive care unit. 
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Appendix (original document in the German language) 
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