The study selection process.

Figure 1. Systematic review of observational studies (basic search) - the study selection
process.

Records identified through database searching (N=6214):

e Embase: N=3927,
e  Medline (PubMed): N=1615,
e  The Cochrane Library: N=672.
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N=526 » (N=425):
e inadequately defined severe hypoglycaemia, lack

of or unclear SH definition: N=192,

e  SHwas not evaluated: N=56,

e notan observational study: N=53,

e insulinsin general: N=29,

e inappropriate population or number of
participants fewer than 100: N=21,

N=101 (55 trials) e lack of results or inappropriate presentation of
results: N=20,

e no information on drug therapy or insulin type:
N=12,

e inappropriate intervention: N=11,

Included articles:

e  study settings: N=11,

e norelationship between SH and therapy: N=8,
e Jack of results for SH: N=6,

e  other reasons: N=6.




Figure 2. Systematic review of observational studies (15t update) - the study selection

process.

Records identified through database searching (N=349):

e  Embase: N=306,
e  Medline (PubMed): N=31,
e  The Cochrane Library: N=12.

Records screened (title and abstract)

N=349

\4

Records excluded by screening title and abstract

N=318

Full-text articles assessed for eligibility

N=31

Included articles:

N=5 (4 trials, incl. 3 new trials)

\ 4

Full-text articles excluded from the systematic review

(N=26):

SH was not evaluated: N=11,

SH was not defined: N=5,
inappropriate intervention: N=2,
inappropriate definition of SH: N=2,
not an observational study: N=2,
patients analysed as a one group were treated
with various OADs, including SU: N=2,

both patients with T1&2 DM were analysed as a

one group: N=1,
two interventions in T2 DM patients were
analysed as a one group: N=1.




Figure 3. Systematic review of observational studies (2" update) - the study selection

process.

Records identified through database searching (N=1727):

e Embase: N=1362,
e  Medline (PubMed): N=321,
e The Cochrane Library: N=44.

Records screened (title and abstract)

N=1509

A 4

Duplicate records removed: N=218
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Records excluded by screening title and abstract

N=1191

Full-text articles assessed for eligibility

N=318

Included articles:

N=60 (58 new articles, 24 trials, incl. 18
new trials)

\ 4

Full-text articles excluded from the systematic review
(N=258):

e SHwas notassessed: N=97,

e inappropriate definition of SH: N=47,

e lack of SH definition: N=31,

e lackof separate data on SH in patients treated
with various regimens: N=27,

e  hypoglycaemia defined by ICD codes: N=19,

e inappropriate intervention: N=10,

e type of study (not observational): N=7,

e lack of information on drug therapy: N=5,

e lack of results for SH: N=3,

e results for T1&2 DM are presented together:
N=2,

e lack of data on insulin type: N=2,

e insulinsin general: N=2,

e  SH was assessed during hospital stay: N=1,

e post hocanalysis previously excluded study:
N=1,

e no information on insulin type and regimen:
N=1,

e lack of separate results for SH: N=1,

e inappropriate population: N=1,

e aposthoc analysis of RCT: N=1.




Figure 4. Supplementary systematic review of secondary studies (risk related to OADs in T2)
- the study selection process.

Records identified through database searching (N=958):

e Embase: N=425,
e  Medline (PubMed): N=417,
e  The Cochrane Library: N=60,

e  CRD:N=56.
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Records screened (title and abstract) R Records excluded by screening title and abstract
N=958 N=745
\ 4
Full-text articles assessed for eligibility Full-text articles excluded from the systematic review
N=213 » (N=201):
e nota systematic review: N=75,

e lack of definition of SH: N=49,
e  SH was not evaluated: N=42,
e inappropriate definition of SH: N=10,

e inappropriate language (other than Polish,
English, German or French): N=7,

Included articles: e other reasons: N=18.

N=12




Figure 5. Supplementary systematic review of secondary studies (biphasic therapies in T1) -

the study selection process.

Records identified through database

searching (N=454):
e  Medline (PubMed): N=454

l

Records screened (title and abstract)

—>
N=454
v
Full-text articles assessed for eligibility
—>

N=23

Included articles:

N=12 (7 systematic reviews, 5 RCTs)

Records excluded by screening title and abstract:

N=431

Full-text articles excluded from the systematic review
(N=11):

e lack of RCTs which fulfilled our predefined
inclusion criteria: N=3;

e  SHwas notassessed: N=2;

e lack of SH definition: N=2;

e inappropriate intervention: N=2;

e  type of study (not RCT or SR): N=1;

e commentary: N=1.
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Publications identified from the references:

N=7

Included articles:

N=14 (8 systematic reviews, 6 RCTs)

\ 4

Publications excluded from the references (N=5):

e lack of SH definition: N=1;

e inappropriate intervention: N=1;

e inappropriate population (patients with
T2DM): N=1;

e results presented together for T1&2 DM: N=1;

e inappropriate definition of SH: N=1.




