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A. Medline Search Strategy

Database: Ovid MEDLINE(R) <1946 to March Week 3 2013>

--------------------------------------------------------------------------------

1     Vitamin B 12/ (16932)

2     Transcobalamins/ (929)

3     Vitamin B 12 Deficiency/ (4745)

4     vitamin b12.ab,ti. (11012)

5     cobalamin.ab,ti. (2945)

6     cyanocobalamin.ab,ti. (1016)

7     hydroxocobalamin.ab,ti. (512)

8     holotranscobalamin.ab,ti. (124)

9     (vitamin b12 adj4 (supplement or supplementation)).ab,ti. (242)

10     (dietary adj4 (cobalamin or vitamin b12)).ab,ti. (169)

11     (vitamin b12 adj4 (deficient or deficiency or status)).ab,ti. (2328)

12     (cobalamin adj4 (deficient or deficiency or status)).ab,ti. (809)

13     1 or 2 or 3 or 4 or 5 or 6 or 7 or 8 or 9 or 10 or 11 or 12 (23474)

14     Geriatrics/ (25951)

15     Middle Aged/ (3098034)

16     Aged/ (2159247)

17     Aging/ (177196)

18     "Aged, 80 and over"/ (554589)

19     Frail Elderly/ (6054)

20     elderly.ab,ti. (150170)

21     geriatric.ab,ti. (24101)

22     veteran.ab,ti. (2218)

23     "senil*".ab,ti. (13776)

24     Neurologic Examination/ (23007)

25     Nervous System/ (18420)

26     Peripheral Nervous System/ (2786)

27     Paresthesia/ (4930)

28     Hypesthesia/ (2112)

29     Hyperesthesia/ (794)

30     Hyperalgesia/ (6580)

31     Somatosensory Disorders/ (888)

32     Reflex/ (29643)

33     Sensation/ (12176)

34     Proprioception/ (5817)

35     Touch/ (12279)

36     Ataxia/ (6102)

37     Peripheral Nerves/ (19809)

38     Neural Conduction/ (24964)

39     Motor Neurons/ (33288)

40     Motor Activity/ (70355)

41     (neur* adj4 function*).ab,ti. (62314)

42     (nerv* adj4 function*).ab,ti. (18456)

43     paresthesia.ab,ti. (2748)

44     numbness.ab,ti. (4575)

45     hyp#sthesia.ab,ti. (705)

46     hyperalgesia.ab,ti. (7821)

47     (sensory adj4 (impair* or coordinat* or perform* or funct*)).ab,ti. (9706)

48     (neur* adj4 (examin* or test*)).ab,ti. (59739)

49     ataxia.ab,ti. (22229)

50     proprioception.ab,ti. (2255)

51     (motor adj4 (funct* or skill* or neur* or activit* or nerv* or conduct* or impair* or coordinat* or

perform*)).ab,ti. (83854)

52     (nerv* adj4 (conduct* or funct* or perform*)).ab,ti. (32451)

53     (neur* adj conduct*).ab,ti. (501)

54     somatosensory disorders.ab,ti. (14)

55     touch.ab,ti. (12006)

56     Neurophysiology/ (5808)

57     (old adj4 (people or person or m#n or wom#n or femal* or mal* or adult)).ab,ti. (281586)

58     (frail adj4 (people or person or m#n or wom#n or femal* or mal* or adult)).ab,ti. (935)

59     (senior adj4 (people or person or m#n or wom#n or femal* or mal* or adult)).ab,ti. (623)

60     (elderly adj4 (people or person or m#n or wom#n or femal* or mal* or adult)).ab,ti. (31643)

61     (aged adj4 (people or person or m#n or wom#n or femal* or mal* or adult)).ab,ti. (94672)

62     (mature adj4 (people or person or m#n or wom#n or femal* or mal* or adult)).ab,ti. (6430)

63     (advanced age adj4 (people or person or m#n or wom#n or femal* or mal* or adult)).ab,ti. (884)

64     14 or 15 or 16 or 17 or 18 or 19 or 20 or 21 or 22 or 23 or 57 or 58 or 59 or 60 or 61 or 62 or 63 (3912034)

65     Action Potentials/ (71309)

66     Electromyography/ (63955)

67     Sensory Thresholds/ (14561)

68     Evoked Potentials, Motor/ (5579)

69     Kinesthesis/ (2853)

70     (nerv* adj4 (examin* or test*)).ab,ti. (9593)

71     compound muscle action potential.ab,ti. (1015)

72     F-wave.ab,ti. (970)

73     corticomotor threshold.ab,ti. (13)

74     evoked potential.ab,ti. (9488)

75     (monofilament adj4 (test* or examin*)).ab,ti. (255)

76     (CMAP or SNAP or MEP or NCS or NCV or TMS or CMCT).ab,ti. (19770)

77     transcranial magnetic stimulation.ab,ti. (6891)

78     "central motor conduction stud*".ab,ti. (15)

79     ((jerk or reflex) adj4 (knee or ankle)).ab,ti. (496)

80     24 or 25 or 26 or 27 or 28 or 29 or 30 or 31 or 32 or 33 or 34 or 35 or 36 or 37 or 38 or 39 or 40 or 41 or 42 or

43 or 44 or 45 or 46 or 47 or 48 or 49 or 50 or 51 or 52 or 53 or 54 or 55 or 56 or 65 or 66 or 67 or 68 or 69 or 70 or

71 or 72 or 73 or 74 or 75 or 76 or 77 or 78 or 79 (596558)

81     13 and 64 and 80 (381)

82     limit 81 to english language (284)

83     Transcranial Magnetic Stimulation/ (5498)

84     80 or 83 (596991)

85     13 and 64 and 84 (381)

86     limit 85 to english language (284)

B. Study characteristics used to assess risk of bias (based on adapted Scottish Intercollegiate Guidelines Network checklist)
i. Longitudinal studies
	Study characteristics
	Hvas et al (2001)22 
	Leishear et al (2012) 23 

	Focussed research question
	Adequately addressed
	Well covered

	Groups being studied are selected from source populations that are comparable
	Poorly addressed
	Well covered

	Study indicates how many people were asked to take part in study
	Adequately addressed
	Well covered

	Percentage drop-out before study completed
	7%
	18% at 3 y

38% at 6y

	Comparison is made between full participants and those lost to follow-up, by exposure status
	Not reported
	Not reported

	Outcomes are clearly defined
	Adequately addressed (neurological markers based on clinical examination)
Poorly addressed (self-reported neurological symptom score)


	Well covered

	Measurement of exposure is reliable/validated
	Adequately addressed
	Adequately addressed

	Measurement of outcome is reliable/validated
	Poorly addressed 
	Well covered

	Exposure level is assessed more than once
	Well covered
	Well covered

	Confounding taken into account
	Adequately addressed
	Well covered


ii. Cross-sectional studies
	Author (year)
	Focussed research question
	Subjects representative of larger population
	Study indicates how many people were asked to take part in study
	Information provided on non-respondents
	Outcomes clearly defined
	Measurement of exposure reliable/
validated
	Measurement of outcome reliable/validated
	Confounding taken into account

	Bjorkegren and Svardsudd (2003)26
	Well covered
	Well covered
	Well covered
	Adequately addressed
	Adequately addressed (neurological markers based on clinical examination)
Poorly addressed (self-reported neurological symptoms)


	Adequately addressed
	Adequately addressed (neurological markers based on clinical examination)
Poorly addressed (self-reported neurological symptoms)
	Adequately addressed

	Gadoth et al (2005)27
	Adequately addressed
	Adequately addressed
	Poorly addressed
	Not reported
	Adequately addressed (neurological markers based on clinical examination)
Poorly addressed (self-reported neurological symptoms)
	Well covered
	Adequately addressed (neurological markers based on clinical examination)
Poorly addressed (self-reported neurological symptoms)
	Not addressed

	Hin et al (2006)24
	Well covered
	Well covered
	Well covered
	Poorly addressed
	Adequately addressed (neurological markers based on clinical examination)
Poorly addressed (self-reported neurological symptoms)
	Adequately addressed
	Adequately addressed (neurological markers based on clinical examination)
Poorly addressed (self-reported neurological symptoms)
	Adequately addressed

	Hvas et al  (2001)21 
	Well covered
	Poorly addressed
	Adequately addressed
	Poorly addressed
	Adequately addressed (neurological markers based on clinical examination)
Poorly addressed (self-reported neurological symptoms)
	Adequately addressed
	Adequately addressed (neurological markers based on clinical examination)
Poorly addressed (self-reported neurological symptoms)
	Adequately addressed

	Hvas and Nexo (2005)20
	Poorly addressed
	Poorly addressed
	Not addressed
	Not addressed
	Adequately addressed (neurological markers based on clinical examination)
Poorly addressed (self-reported neurological symptoms)
	Adequately addressed
	Adequately addressed (neurological markers based on clinical examination)
Poorly addressed (self-reported neurological symptoms)
	Adequately addressed

	Leishear et al (2012)28
	Well covered
	Adequately addressed
	Not addressed
	Not addressed
	Well addressed (NCS)

Adequately addressed (neurological markers based on clinical examination)
Poorly addressed (self-reported neurological symptoms)
	Well covered
	Well addressed (NCS)

Adequately addressed (neurological markers based on clinical examination)
Poorly addressed (self-reported neurological symptoms)


	Well covered

	Metz et al (1996)31
	Adequately addressed 


	Not addressed
	Not reported
	Not reported
	Adequately addressed 


	Adequately addressed 


	Poorly addressed 


	Not addressed

	Sucharita et al (2012)29
	Adequately addressed


	Poorly addressed
	Adequately addressed
	Not addressed
	Well covered
	Adequately addressed
	Well covered
	Not addressed

	Turgut et al (2006)25
	Poorly addressed
	Not addressed
	Not addressed
	Not reported
	Well covered
	Poorly addressed
	Well covered
	Not addressed

	Wang et al (2009)30
	Poorly addressed
	Not addressed
	Not reported
	Not reported
	Poorly addressed (NCS only in B12 deficient subjects)
	Adequately addressed
	Well addressed (NCS)

Adequately addressed (neurological markers based on clinical examination)
Poorly addressed (self-reported neurological symptoms)
	Not addressed
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