SUPPLEMENTARY MATERIAL, FIGURE 1: Modified Newcastle-Ottawa Quality Assessment Scale (Cohort Studies)
Paper:

	Assessment of quality of a cohort study – Newcastle Ottawa Scale 

	Selection  (tick one box in each section)

	1.
Representativeness of the intervention cohort 

a)
Truly representative of the general TBI population
(
b)
Somewhat representative of the general TBI population
(
c)
Selected group of patients

d)
No description of the derivation of the cohort
	*

*
	(
(
(
(

	2.
Selection of the non intervention cohort

a)
Drawn from the same community as the intervention cohort  
(
b)
Drawn from a different source

c)
No description of the derivation of the non intervention cohort
	*


	(
(
(

	3.
Ascertainment of intervention  

a)
Secure record (e.g. health care record)  
(
b)
Structured interview  
(
c)
Written self report

d)
Other / no description
	*

*
	(
(
(
(

	Comparability  (tick one or all boxes, as appropriate)
	
	

	1.
Comparability of cohorts on the basis of the design or analysis

a) Study controls for age                                                                                                 

b) Study controls for Glasgow Coma Scale motor or total score                                                            

c) Study controls for pupillary reactivity
	*

*

*
	(
(
(

	Outcome  (tick one box in each section)
	
	

	1.
Assessment of outcome

a)
Independent blind assessment 
(
b)
Record linkage 
(
c)
Self report

d)
Other / no description
	*

*
	(
(
(
(

	2.
Was follow up long enough for outcomes to occur  

a)
Yes, if median duration of follow-up >= 6 month
(
b)
No, if median duration of follow-up < 6 months
	*


	(
(

	3.
Adequacy of follow up of cohorts  

a)
Complete follow up: all subjects accounted for 
(
b)
Subjects lost to follow up unlikely to introduce bias:  number lost <= 20%, 
(
or description of those lost suggesting no different from those followed

c)
Follow up rate < 80% (select an adequate %) and no description of those lost

d)
No statement
	*

*
	(
(
(
(



Note: A study can be awarded a maximum of one star for each numbered item within the Selection and Outcome categories. A maximum of two stars can be given for Comparability

TOTAL SCORE:  __/9
Supplementary Figure 2. Funnel plot of beta-blocker exposure after traumatic brain injury versus no exposure with in-hospital mortality outcome
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SUPPLEMENTARY MATERIAL, TABLE: Search Strategies as of 05/09/2016

	MEDLINE Search Terms Using Medical Subject Headings

	1
	exp adrenergic beta-antagonists/ or exp adrenergic beta-1 receptor antagonists/ or exp adrenergic beta-2 receptor antagonists/ 

	2
	(aptinduriles or alprenolol or "h 56 28" or "h-56-28" or h5628 or aptin or alprenolol or alfeprol or alpheprol or aptine or aptina or betadrenol or kl255 or "kl 255" or "kl-255" or bupranolol or carteolol or "opc-1085" or opc1085 or "opc 1085" or dihydroalprenolol or iodocyanopindolol or icyp or "i cyanopindolol" or "i-cyanopindolol" or labetalol or sch19927 or "sch-19927" or "sch 19927" or "ah-5158" or "ah 5158" or ah5158 or trandate or presolol or apolabetalol or dilevalol or normodyne or albetol or levobunolol or novolevobunolol or betagan or "w-7000a" or w7000a or "w 7000a" or "w 6412a" or "w-6412a" or w6412a or "novo-levobunolol" or "novo levobunolol" or bunolol or levobunolol or apolevobunolol or ultracortenol or vistagan or akbeta or disorat or metipranolol or trimepranol or methypranol or "sq-11725" or sq11725 or "sq 11725" or solgol or corgard or nadolol or trasicor or oxprenolol or koretal or tevacor or oxprenolol or coretal or "hoe-893d" or "hoe 893d" or hoe893d or betapressin or penbutolol or prindolol or visken or pindolol or "lb-46" or "lb 46" or lb46 or propanolol or obsidan or dexpropranolol or inderal or anaprilin or anapriline or avlocardyl or "ay 20694" or "ay-20694" or ay20694 or rexigen or obzidan or betadren or dociton or sotalol or sotalol or "mj-1999" or mj1999 or "mj 1999" or darob or timolol or "mk-950" or timoptol or l714465 or timacar or "mk 950" or "mk-950" or mk950 or "l-714465" or "l 714465" or l714465 or optimol or timoptic or blocadren or acebutolol or rhotral or apoacebutolol or monitan or sectral or acebutololratiopharm or novoacebutolol or "m&b-17803*" or "m&b 17803*" or m&b17803* or prent or neptal or tenormine or "ici 66082" or "ici-66082" or ici66082 or atenolol or tenormin or betaxolol or kerlon or betoptic or betoptima or oxodal or sl75212 or "sl 75212" or "sl-75212" or "alo-1401-02" or "alo 1401 02" or alo140102 or kerlone or cl297939 or "cl 297939" or "cl-297939" or bisoprolol or concor or "emd 33512" or "emd-33512" or emd33512 or celiprolol or "st-1396" or st1396 or "st 1396" or "rev-5320a" or "rev 5320a" or rev5320a or selectol or belocduriles or betaloc or "cgp-2175" or "cgp 2175" or cgp2175 or seloken or metprolol or metaoprolol or metoprolol or "beloc-duriles" or "beloc duriles" or "h 93 26" or "h 9326" or "h 93-26" or h9326 or betalocastra or spesikor or spesicor or betaloc or lopressor or practolol or dalzic or ici50172 or "ici 50172" or "ici-50172" or practolol or butaxamine or butoxamine or "bm 14190" or bm14190 or cardivas or carvedilol or carvedlol or carvrol or coreg or dilatrend or dilbloc or dimitone or "dq 2466" or dq2466 or eucardic or kredex or querto or "skf 105517" or skf105517 or "v-bloc" or bisoprolol or detensiel or soprol or esmolol or "asl 8052" or "asl 8052 001" or "asl 8052-001" or asl8052 or "asl8052-001" or asl8052001 or miniblock).mp. 

	3
	 (beta$ adj5 block$).mp.

	4
	1 or 2 or 3

	5
	exp Craniocerebral Trauma/ or exp Brain Edema/ or exp Cerebrovascular Trauma/ or exp Glasgow Coma Scale/ or exp Glasgow Outcome Scale/ or consciousness disorders/ or unconsciousness/ or coma/ or brain death/ or coma, post-head injury/ or persistent vegetative state/ or stupor/ or (Glasgow adj2 (coma or outcome) adj2 (scale* or score*)).ti,ab. or ("diffuse axonal injury" or "diffuse axonal injuries").ti,ab. or "rancho los amigos scale".ti,ab. 

	6
	((brain or cerebral or intracranial) adj3 (oedema or edema or swell*)).ti,ab. 

	7
	((head or crani* or cerebr* or capitis or brain* or forebrain* or skull* or hemispher* or intra?cran* or inter?cran* or intracran* or intercran*) adj3 (injur* or trauma* or damag* or lesion* or wound* or destruction* or oedema* or edema* or contusion* or concus* or fracture*)).ti,ab. 


	8
	((head or crani* or cerebr* or brain* or intra?cran* or inter?cran* or intracran* or intercran*) adj3 (haematoma* or hematoma* or haemorrhag* or hemorrhag* or bleed* or pressur*)).ti,ab. 

	9
	or/5-8

	10
	4 and 9

	EMBASE Search Strategy

	1
	exp beta adrenergic receptor blocking agent/

	2
	(aptinduriles or alprenolol or "h 56 28" or "h-56-28" or h5628 or aptin or alprenolol or alfeprol or alpheprol or aptine or aptina or betadrenol or kl255 or "kl 255" or "kl-255" or bupranolol or carteolol or "opc-1085" or opc1085 or "opc 1085" or dihydroalprenolol or iodocyanopindolol or icyp or "i cyanopindolol" or "i-cyanopindolol" or labetalol or sch19927 or "sch-19927" or "sch 19927" or "ah-5158" or "ah 5158" or ah5158 or trandate or presolol or apolabetalol or dilevalol or normodyne or albetol or levobunolol or novolevobunolol or betagan or "w-7000a" or w7000a or "w 7000a" or "w 6412a" or "w-6412a" or w6412a or "novo-levobunolol" or "novo levobunolol" or bunolol or levobunolol or apolevobunolol or ultracortenol or vistagan or akbeta or disorat or metipranolol or trimepranol or methypranol or "sq-11725" or sq11725 or "sq 11725" or solgol or corgard or nadolol or trasicor or oxprenolol or koretal or tevacor or oxprenolol or coretal or "hoe-893d" or "hoe 893d" or hoe893d or betapressin or penbutolol or prindolol or visken or pindolol or "lb-46" or "lb 46" or lb46 or propanolol or obsidan or dexpropranolol or inderal or anaprilin or anapriline or avlocardyl or "ay 20694" or "ay-20694" or ay20694 or rexigen or obzidan or betadren or dociton or sotalol or sotalol or "mj-1999" or mj1999 or "mj 1999" or darob or timolol or "mk-950" or timoptol or l714465 or timacar or "mk 950" or "mk-950" or mk950 or "l-714465" or "l 714465" or l714465 or optimol or timoptic or blocadren or acebutolol or rhotral or apoacebutolol or monitan or sectral or acebutololratiopharm or novoacebutolol or "m&b-17803*" or "m&b 17803*" or m&b17803* or prent or neptal or tenormine or "ici 66082" or "ici-66082" or ici66082 or atenolol or tenormin or betaxolol or kerlon or betoptic or betoptima or oxodal or sl75212 or "sl 75212" or "sl-75212" or "alo-1401-02" or "alo 1401 02" or alo140102 or kerlone or cl297939 or "cl 297939" or "cl-297939" or bisoprolol or concor or "emd 33512" or "emd-33512" or emd33512 or celiprolol or "st-1396" or st1396 or "st 1396" or "rev-5320a" or "rev 5320a" or rev5320a or selectol or belocduriles or betaloc or "cgp-2175" or "cgp 2175" or cgp2175 or seloken or metprolol or metaoprolol or metoprolol or "beloc-duriles" or "beloc duriles" or "h 93 26" or "h 9326" or "h 93-26" or h9326 or betalocastra or spesikor or spesicor or betaloc or lopressor or practolol or dalzic or ici50172 or "ici 50172" or "ici-50172" or practolol or butaxamine or butoxamine or "bm 14190" or bm14190 or cardivas or carvedilol or carvedlol or carvrol or coreg or dilatrend or dilbloc or dimitone or "dq 2466" or dq2466 or eucardic or kredex or querto or "skf 105517" or skf105517 or "v-bloc" or bisoprolol or detensiel or soprol or esmolol or "asl 8052" or "asl 8052 001" or "asl 8052-001" or asl8052 or "asl8052-001" or asl8052001 or miniblock).mp. 

	3
	(beta$ adj5 block$).mp.

	4
	or/1-3

	5
	head injury/ or exp brain injury/ or brain edema/ or cerebrovascular accident/ or glasgow coma scale/ or glasgow outcome scale/ or unconsciousness/ or consciousness disorder/ or coma/ or persistent vegetative state/ or stupor/ or (Glasgow adj2 (coma or outcome) adj2 (scale* or score*)).ti,ab. or ("diffuse axonal injury" or "diffuse axonal injuries").ti,ab. or "rancho los amigos scale".ti,ab.


	6
	((brain or cerebral or intracranial) adj3 (oedema or edema or swell*)).ti,ab.

	7
	((head or crani* or cerebr* or capitis or brain* or forebrain* or skull* or hemispher* or intra?cran* or inter?cran* or intracran* or intercran*) adj3 (injur* or trauma* or damag* or lesion* or wound* or destruction* or oedema* or edema* or contusion* or concus* or fracture*)).ti,ab. 

	8
	((head or crani* or cerebr* or brain* or intra?cran* or inter?cran* or intracran* or intercran*) adj3 (haematoma* or hematoma* or haemorrhag* or hemorrhag* or bleed* or pressur*)).ti,ab.

	9
	or/5-8

	10
	4 and 9


