Supplementary material
Supplementary material A Evidence based pharmacotherapeutic guidelines for (morbidly) obese patients, incorporated in the eCDS system, including the BMI and/or BW cut-off values above which adjustments were required and the recommended adjustment per drug [1].
	Drug (group)
	Adjustment criteria
	Recommendation

	LMWH

	Nadroparin
	BW > 90 kg and/or BMI > 30 kg/m2
BW > 160 kg
	 5,700 IU
 7,600 IU

	Dalteparin
	BMI > 40 kg/m2
	Prophylactic treatment:
 Low thrombosis risk: 5,000 IU once a day 
 High thrombotic risk: 7,500 IU once a day 
 Or switch to alternative
Therapeutic treatment:
 Dose based on total BW without cut-off value

	Enoxaparin
	BMI > 40 kg/m2
	Prophylactic treatment:
 Increase dose of 20 mg to 40 mg once daily
 Increase dose of 40 mg to 60 mg once daily
Therapeutic dose: 
 Dose based on total BW without cut-off value

	DOAC

	Apixaban
	BW > 175 kg 
	Avoid use of apixaban
Prophylactic treatment: switch to LMWH
Therapeutic treatment: switch to VKA

	Dabigatran
	BMI > 40 kg/m2
	Avoid use of dabigatran
Prophylactic treatment: switch to LMWH
Therapeutic treatment: switch to VKA, or apixaban or rivaroxaban in patients up to 175 kg resp. 173 kg

	Edoxaban
	BW > 140 kg
	Avoid use of edoxaban
Prophylactic treatment: switch to LMWH
Therapeutic treatment: switch to VKA, or apixaban or rivaroxaban in patients up to 175 kg resp. 173 kg

	Rivaroxaban
	BW > 173 kg
	Avoid use of rivaroxaban
Prophylactic treatment: switch to LMWH
Therapeutic treatment: switch to VKA

	Antibiotics

	Amoxicillin iv
	BMI > 40 kg/m2
BMI > 50 kg/m2
	 1g 6 times a day
 8-12 g/day
Dose at upper limit of normal dosing range per indication.

	Amoxicillin/ Clavulanic acid (Amoxiclav) iv
	BMI > 40 kg/m2

BMI > 40 kg/m2 + GFR < 30 ml/min
	 Amoxiclav 1,200 mg 4 times a day in combination with amoxicillin 1g twice a day
 Amoxiclav 1,200mg twice a day in combination with amoxicillin 1g 4 times a day
Dose at upper limit of normal dosing range per indication. 

	Cefazolin iv
	BMI > 40 kg/m2
	 2 g twice a day
Dose at upper limit of normal dosing range.

	Ceftazidime iv 
	BMI > 40 kg/m2
	 2,5-3 g 3 times a day
Dose at upper limit of normal dosing range.

	Ceftriaxone iv
	BMI > 40 kg/m2
	 3 g once a day
Dose at upper limit of normal dosing range.

	Cefuroxime iv 
	BMI > 40 kg/m2
	 2 g 3 times a day
Dose at upper limit of normal dosing range.

	Ciprofloxacin iv
	BMI > 30 kg/m2
	 10 mg/kg/day in 2-4 doses, max. 400 mg per dose, max. 1.6 g/day

	Clindamycin
iv and po
	BW > 180 kg
	 900 mg per dose

	Flucloxacillin iv
	BMI > 40 kg/m2 + GFR ≥ 50 ml/min
BMI > 50 kg/m2 + GFR ≥ 50 ml/min
	 1 g 8 times a day
 10-12 g/day

	Piperacillin/ Tazobactam iv
	BMI > 40 kg/m2
	4,500 mg 4 times a day
Dose at upper limit of normal dosing range.


BMI = body mass index; BW = body weight; DOAC = direct oral anticoagulant; GFR = glomerular filtration rate ; IU = international units; iv = intravenous; LMWH = low molecular weight heparin; po = per os; VKA = vitamin K antagonist
Note: Not all drug groups from the national guidelines are adopted in the eCDS, because either no action is required, or a concrete action is missing to actually support clinical decision making, or therapeutic drug monitoring (TDM) is used to determine the correct patient dose. Also, not all advice from the national guidelines is literally adopted because the local hospital protocol gives different, more specific, advice for some drugs and this protocol is leading in the hospital’s clinical decision making. Moreover, several drugs (cefuroxime and ceftazidime) are included in the eCDS that are not in the national recommendations, but are in the local hospital protocol, because these drugs should also be dosed higher in obese patients, based on pharmacists’ experience and on protocols from other hospitals.
1. Royal Dutch Pharmacists Association [Koninklijke Nederlandse Maatschappij ter bevordering der Pharmacie]. Contraindications and preventive measures: Morbid obesity and bariatric surgery. https://kennisbank.knmp.nl/article/contra-indicaties_aandoeningen/intro.html. Accessed 16.09.2023.

[bookmark: _GoBack]

Supplementary 


material


 


1


 


Supplementary material


 


A


 


Evidence based pharmacotherapeutic guidelines for (morbidly) obese 


2


 


patients, incorporated in the


 


e


CDS


 


system


, including the BMI and/or 


BW


 


cut


-


off 


values above which 


3


 


adjustments we


re required and the recommended adjustment


 


per drug


 


[


1].


 


4


 


Drug


 


(group)


 


Adjustment


 


criteria


 


Recommendation


 


LMWH


 


Nadroparin


 


BW


 


>


 


90


 


kg


 


and/or


 


BMI


 


>


 


30


 


kg/m


2


 


BW


 


>


 


160


 


kg


 


à


 


5


,


700


 


I


U


 


à


 


7


,


600


 


I


U


 


Dalteparin


 


BMI


 


>


 


40


 


kg/m


2


 


Prophyl


actic


 


treatment


:


 


à


 


L


ow


 


thrombosis


 


risk:


 


5


,


000


 


I


U


 


once


 


a


 


day


 


 


à


 


H


igh


 


thrombotic


 


risk:


 


7


,


500


 


I


U


 


once


 


a


 


day


 


 


à


 


Or


 


switch


 


to


 


alternative


 


T


herapeutic


 


treatment:


 


à


 


D


ose


 


based


 


on


 


total


 


BW


 


without


 


cut


-


off


 


value


 


Enoxaparin


 


BMI


 


>


 


40


 


kg/m


2


 


Prophylactic


 


treatment


:


 


à


 


I


ncrease


 


dose


 


of


 


20


 


mg


 


to


 


40


 


mg


 


once


 


daily


 


à


 


I


ncrease


 


dose


 


of


 


40


 


mg


 


to


 


6


0


 


mg


 


once


 


daily


 


Therapeutic


 


dose:


 


 


à


 


D


ose


 


based


 


on


 


total


 


BW


 


without


 


cut


-


off


 


value


 


DOAC


 


Apixaban


 


BW


 


>


 


175


 


kg


 


 


Avoid


 


use


 


of


 


apixaban


 


Prophylactic


 


treatment


:


 


switch


 


to


 


LMWH


 


Therapeutic


 


treatment


:


 


switch


 


to


 


VKA


 


Dabigatran


 


BMI


 


>


 


40


 


kg/m


2


 


Avoid


 


use


 


of


 


dabigatran


 


Prophylactic


 


treatment


:


 


switch


 


to


 


LMWH


 


Therapeutic


 


treatment


:


 


switch


 


to


 


VKA,


 


or


 


apixaban


 


or


 


rivaroxaban


 


in


 


patients


 


up


 


to


 


175


 


kg


 


resp.


 


173


 


kg


 


Edoxaban


 


BW


 


>


 


140


 


kg


 


Avoid


 


use


 


of


 


edoxaban


 


Prophylactic


 


treatment


:


 


switch


 


to


 


LMWH


 


Therapeutic


 


treatment


:


 


switch


 


to


 


VKA,


 


or


 


apixaban


 


or


 


rivaroxaban


 


in


 


patients


 


up


 


to


 


175


 


kg


 


resp.


 


173


 


k


g


 


Rivaroxaban


 


BW


 


>


 


173


 


kg


 


Avoid


 


use


 


of


 


rivaroxaban


 


Prophylactic


 


treatment


:


 


switch


 


to


 


LMWH


 


Therapeutic


 


treatment


:


 


switch


 


to


 


VKA


 


Antibiotics


 


Amoxicillin


 


iv


 


BMI


 


>


 


40


 


kg/m


2


 


BMI


 


>


 


50


 


kg/m


2


 


à


 


1g


 


6


 


times


 


a


 


day


 


à


 


8


-


12


 


g/day


 


Dose


 


at


 


upper


 


limit


 


of


 


normal


 


dosing


 


range


 


per


 


indication.


 




Supplementary  material  

1

  Supplementary material   A   Evidence based pharmacotherapeutic guidelines for (morbidly) obese 

2

  patients, incorporated in the   e CDS   system , including the BMI and/or  BW   cut - off  values above which 

3

  adjustments we re required and the recommended adjustment   per drug   [ 1].  

4

 

Drug   (group)  Adjustment   criteria  Recommendation  

LMWH  

Nadroparin  BW   >   90   kg   and/or   BMI   >   30   kg/m 2   BW   >   160   kg     5 , 700   I U      7 , 600   I U  

Dalteparin  BMI   >   40   kg/m 2  Prophyl actic   treatment :      L ow   thrombosis   risk:   5 , 000   I U   once   a   day        H igh   thrombotic   risk:   7 , 500   I U   once   a   day        Or   switch   to   alternative   T herapeutic   treatment:      D ose   based   on   total   BW   without   cut - off   value  

Enoxaparin  BMI   >   40   kg/m 2  Prophylactic   treatment :      I ncrease   dose   of   20   mg   to   40   mg   once   daily      I ncrease   dose   of   40   mg   to   6 0   mg   once   daily   Therapeutic   dose:        D ose   based   on   total   BW   without   cut - off   value  

DOAC  

Apixaban  BW   >   175   kg    Avoid   use   of   apixaban   Prophylactic   treatment :   switch   to   LMWH   Therapeutic   treatment :   switch   to   VKA  

Dabigatran  BMI   >   40   kg/m 2  Avoid   use   of   dabigatran   Prophylactic   treatment :   switch   to   LMWH   Therapeutic   treatment :   switch   to   VKA,   or   apixaban   or   rivaroxaban   in   patients   up   to   175   kg   resp.   173   kg  

Edoxaban  BW   >   140   kg  Avoid   use   of   edoxaban   Prophylactic   treatment :   switch   to   LMWH   Therapeutic   treatment :   switch   to   VKA,   or   apixaban   or   rivaroxaban   in   patients   up   to   175   kg   resp.   173   k g  

Rivaroxaban  BW   >   173   kg  Avoid   use   of   rivaroxaban   Prophylactic   treatment :   switch   to   LMWH   Therapeutic   treatment :   switch   to   VKA  

Antibiotics  

Amoxicillin   iv  BMI   >   40   kg/m 2   BMI   >   50   kg/m 2     1g   6   times   a   day      8 - 12   g/day   Dose   at   upper   limit   of   normal   dosing   range   per   indication.  

