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Overview of clinical research

Kitae Moon

National Evidence-based Healthcare Collaborating Agency, Seoul, Korea

This paper reviews current trends in clinical research. Clinical research can be defined as the study of humans
or groups of humans. In the field of clinical research, Korea ranks 7th in the world. To improve healthcare poli-
cy and clinical strategy for diagnosis and treatment, scientific evidence based on clinical research is needed. To
increase the transparency of clinical research, all clinical research should be registered before starting. To reg-
ister clinical research, the World Health Organization (WHO) established International Clinical Trials Registry
Platform (ICTRP), and the Korea Centers for Disease Control and Prevention established Clinical Research In-
formation Service (CRIS). CRIS is approved by the WHO as a primary registry and meets the criteria of ICTRP.
The United Kingdom and the United States established National Institute for Health Research and Patient-
Centered Outcomes Research Institute respectively to fund clinical research publicly. The United States ‘Clini-
calTrials.gov’ is the most well-known web clinical research registry service. Industry led research has therefore,
governments of advanced countries have increased public research funds.

Key Words: Clinical research, Clinical trial, NIHR, PCORI, CRIS, ICTRP, ClinicalTrials.gov
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Comparison of effects of atypical long-acting injections and oral agents
in schizophrenia for 6 months follow-up: a prospective multicenter
registry study

Chanmi Park, Eunjung Park, Seung-Hwan Lee', Young Hoon Kim’, Young-Chul Chung’,
Seunghee Won', Sang Kyu Lee’, Seon-Cheol Park’, Kyung-ryul Bae®, Jin A Choi, Ha Jin Tchoe,
Jae Kyung Suh, Mi Young Choi, Jinyeun Tak, Min Jung Ko, Jiyoung Kim
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University Hospital, Daegu, *Hallym University Chuncheon Sacred Heart Hospital, Chuncheon, °Chonnam National University
Hospital, Gwangju, Korea

Objectives: To compare the clinical outcomes between the schizophrenia patients using long-acting injection (LAI)
and those using oral agent (Oral).

Methods: A prospective multicenter registry conducted at 7 hospitals comparing a one-year treatment effective-
ness of LAI to reduce recurrence and to improve medication adherence (MA) and quality of life (QOL). This interim
analysis presents data from the first 6 months of the follow-up period.

Results: Among a total of 393 patients enrolled in this study, 385 patients (LAl 87, Oral 298) were analyzed as the
interim analysis. There were no significant differences in clinical global impression (CGl), global improvement (GI),
positive and negative symptom scale (PANSS), and QOL (CGl, P=0.618; GlI, P=0.599; PANSS, P=0.289; EuroQol five
dimensions questionnaire, P=0.254; Korean version of 4th revision of Schizophrenia Quality of Life Scale, P=0.416;
visual analogue scale, P=0.581). LAl was associated with improved doctor’s perspective MA (P=0.021), but no dif-
ference was observed in patient’s perspective MA (P=0.355). Recurrence for 6 months occurred in 8 cases (9.2%) of
LAI and in 43 cases (14.4%) of Oral. Kaplan-Meier analysis showed that there was no significant difference in time
to recurrence after enrollment between LAI and Oral. The multivariate Cox analysis also showed no difference (hazard
ratio=1.710; 95% confidence interval=0.758~3.855).

Conclusion: In patients with schizophrenia experiencing recurrence, the difference of effectiveness between LAI and
oral therapy could not be observed during 6 months of follow-up.

Key Words: Schizophrenia, Antipsychotics, Prospective studies, Multicenter study
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k= a7} H]|W: Positive and negative syndrome scale
(PANSS), clinical global impression (CGI), global
improvement (GI)
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sion of Schizophrenia Quality of Life (SQLS-R4K),

EuroQol five dimensions questionnaire (EQ-5D),

visual analogue scale (VAS)
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LAI Oral
n=87 n=298

Fig. 1. Disposition flowchart. LAI, long-acting injection.
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Table 1. Demographic characteristics at the index visit (n=385)

Characteristic Total LAI Oral P-value
Gender Male 185 (48.1%) 37 (42.5%) 148 (49.7% ) 0.175
Female 200 (51.9%) 50 (57.5%) 150 (50.3%)
Age, yr 39.95+10.54 39.45+11.21 40.09+10.35 0.512
18~29 68 (17.7%) 18 (20.7%) 50 (16.8%) 0.599
30~39 119 (30.9%) 27 (31.0%) 92 (30.9%)
40~49 117 (30.4%) 23 (26.4%) 94 (31.5%)
50~59 67 (17.4) 14 (16.1) 53 (17.8)
60~69 14(3.0) 56.7) 9(.0)
Body mass index, 25.57+4.23 25.97+3.78 25.45+4.36 0.171
kg/m’ 25 210 (55.1) 53 (60.9) 157 (53.4) 0.216
<25 171 (44.9) 34 (39.1) 137 (46.6)
Smoking Non-smoker 267 (69.7) 63 (72.9) 204 (68.9) 0.578
Ex-smoker 16 (4.2) 2(2.3) 14 (4.7)
Current smoker 100 (26.1) 22(25.3) 78 (26.4)
Drinking Nondrinker 287 (75.1) 69 (79.3) 218 (73.9) 0.788
1 time per a month 37 .7) 7 (8.0) 30(10.2)
2~4 times per a month 3709.7) 7 (8.0) 30(10.2)
2 over per a week 21(.5) 4 (4.6) 17 5.8)
Family history No 319 (83.5) 74 (85.1) 245 (83.1) 0.658
of schizophrenia  Yes 63 (16.5 13 (14.9) 50 (16.9)
Hypertension No 348 (90.4) 77 (88.5) 271 (90.9) 0.655
Yes 27 (7.0) 80.2) 196.9
Unknown 10 2.6 2(2.3) 8(2.7)
Diabetes No 340 (88.3) 74 (85.1) 266 (89.3) 0.556
Yes 348.8) 10(11.5) 24@8.1)
Unknown 11 2.9 3(3.4) 8(2.7)
Cardiovascular No 368 (95.6) 83 (95.9) 285 (95.6) 0.893
disease Yes 5(1.3) 1.1 4(1.3)
Unknown 12(3.1) 3(3.4) 9(3.0)
Insurance Health insurance 250 (76.2) 57 (78.1) 193 (75.7) 0.672
type Medical aid 78 (23.8) 16 (21.9) 62 (24.3)
Supplemental Current reciever 49 (15.1) 79.6) 42 (16.7) 0.223
security Ex-reciever 14 (4.3) 2Q.7) 12 (4.8
None 262 (80.6) 64 (87.7) 198 (78.6)
Existence of No 17 (4.4 7 (8.0) 10 3.4 0.076
caregiver Yes 367 (95.6) 80 (92.0) 287 (96.6)
Education Ineducation 2(0.5) 0.0 2(0.7) 0.541
level Elementary school graduate 17 (4.4) 2(2.3) 15(6.1)
Middle school graduate 24 (6.3) 4(4.6) 20 (6.8
High school graduate 171 (44.6) 35 (40.2) 136 (45.9)
College graduate 37 9.7) 10(11.5) 27 9.1)
University graduate 118 30.8) 31(35.6) 87 (29.4)
Graduate school or above 14 3.7) 5(.7) 9.0
Job None 251 (65.5) 53 (60.9) 198 (66.9) 0.023
Employed 132 (34.5) 34(39.1) 98 (33.1)
Marriage Married 251 (65.5) 53 (60.9) 198 (66.9) 0.303
None 132 (34.5) 34 (39.1) 98 (33.1)

Values are presented as number (%).
LA, long-acting injection.
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Table 2. Clinical characteristics at the index visit (n=385)

Characteristics Total LAI Oral P-value
Age at onset, yr 26.98+8.60 27.78+9.50 26.73£8.32 0.565
Type DSM-IV-TR Paranoid 319(87.9) 77 93.9) 242 86.1) 0.294
Disorganized 3.9 0.0 3(1.1)
Catatonoc 4(1.1) 1(1.2) 3(1.1)
Undifferentiated 328.8) 3B3.7) 29(10.3)
Sedidual 5(1.4) 1(1.2) 4(1.9)
CGI 1 328.5) 6(7.1) 26 (8.9%) 0.065
2 56 (14.9%) 20 (23.5%) 36 (12.4%)
3 138 (36.7%) 29 (34.1%) 109 (37.5%)
4 97 (25.8%) 19 (22.4%) 78 (26.8%)
5 41(10.9) 11(12.9) 30 (10.3)
6 12(3.2) 0.0 12 4.1)
7 0.0 0.0 0.0
Number of 3.35+3.25 4.04+4.36 3.14+2.82 0.025
previous recurrence 1 114 (31.1) 18 (21.4) 96 (33.9) 0.244
2 80 (21.8) 18 (21.4) 62(21.9)
3 51(13.9) 14(16.7) 37 (13.1)
4 40 (10.9) 11 (13.1) 29 (10.2)
>5 83 (22.6%) 23 (27.4%) 60 (21.1%)
Recurrence during No 294 (79.9) 57 (65.5) 237 (80.1) 0.005
previous 6 months Yes 89 (24.2) 30 (34.5) 59 (19.9)
Recurrence and medication status during previous 6 months
Recurrence Medication stable 221 (59.2%) 47 (54.0%) 174 (60.8%) <0.001
Medication unstable 63(16.9 10(11.5) 53 (18.5%)
Non recurrence Medication stable 47 (12.6) 9(10.3) 38 (13.3)
Medication unstable 42(11.3) 21(24.1) 21 (7.3%)
No. of non-psychiatric 2.55+1.79 2.45+2.37 2.58+1.62 0.099
medication
No. of previous schizo- 3.66+3.30 4.17+4.44 3.52+2.87 0.243
related hospitalization
No. of schizo-related 0.20+0.45 0.36£0.65 0.15£0.37 0.001
hospitalization during
previous 6 months
Duration from the 212.76+245.11 123.44+129.68 238.95+264.27 0.001

last schizo-related
hospitalization to

enrollment (d)

LAI, long-acting injection; DSM-IV-TR, Diagnostic and statistical manual of mental disorders, 4th edition, text revision; CGI, clinical

global impression.
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Table 3. Positive and negative symptom scale (PANSS) at the index visit (n=385)
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PANSS Total LAI Oral P-value*
Positive (1) Delusion 2.30+1.36 2.56+1.31 2.22+1.37 0.009
(2) Conceptual disorganization 1.79+1.11 1.98+1.08 1.73+£1.11 0.011
(3) Hallucinatory behavior 2.41+1.49 2.34+1.50 2.43+1.49 0.609
(4) Excitement 1.65+0.96 1.67+£0.93 1.64+0.97 0.663
(5) Grandiosity 1.44+0.87 1.62£0.90 1.39+0.85 0.000
(6) Suspiciousness/persecution 2.33+1.23 2.52+1.14 2.28+1.25 0.049
(7) Hostility 1.61+£0.97 1.58+0.75 1.62+1.03 0.418
Negative (1) Blunted affect 2.35+1.22 2.51+1.12 2.30+1.24 0.092
(2) Emotional withdrawal 2.52+1.13 2.75+1.09 2.45+1.13 0.024
(3) Poor rapport 1.87+1.01 2.04+0.94 1.83+1.02 0.031
(4) Passive/apathetic social withdrawal 2.79+1.33 2.88+1.16 2.77+£1.37 0.374
(5) Difficulty in abstract thinking 2.09+1.29 2.31+1.14 2.02+1.32 0.009
(6) Lack of spontaneity and 1.93+1.20 2.12+1.07 1.87+1.23 0.008
flow of conversation
(7) Stereotyped thinking 1.78+1.11 1.94+1.02 1.74+1.14 0.014
General (1) Somatic concern 1.90+1.16 1.89+1.11 1.90+1.18 0.735
(2) Anxiety 2.29+1.11 2.31£0.91 2.28+1.16 0.559
(3) Guilt feeling 1.57£0.87 1.65+0.78 1.55+£0.89 0.083
(4) Tension 1.83+1.03 1.93+0.88 1.81+1.07 0.067
(5) Mannerism & posturing 1.454+0.89 1.554+0.88 1.42+0.89 0.047
(6) Depression 2.13£1.15 2.28+1.05 2.09+1.17 0.071
(7) Motor retardation 1.67+1.00 1.87+1.06 1.62+0.97 0.015
(8) Uncooperativeness 1.41+0.83 1.52+0.84 1.38+0.83 0.091
(9) Unusual thought content 1.89+1.27 1.96+1.17 1.86+1.30 0.157
(10) Disorientation 1.18£0.55 1.19+0.48 1.17£0.57 0.375
(11) Poor attention 1.57+£0.91 1.58+0.92 1.57+£0.91 0.934
(12) Lack of judgment & insight 2.49+1.49 2.51+1.31 2.47+1.54 0.509
(13) Disturbance of volition 1.64+0.94 1.74£0.89 1.62£0.96 0.089
(14) Poor impulse control 1.59+0.93 1.66+0.84 1.57+£0.96 0.087
(15) Preoccupation 1.71£1.00 1.81+1.02 1.68+0.99 0.132
(16) Active social avoidance 2.07+£1.29 2.02+0.99 2.08+1.37 0.370
Total score 57.21420.06 60.24+17.08 56.28+20.79 0.013

Values are presented as mean +standard deviation.
LAI, long-acting injection.
*Wilcoxon rank sum test.
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d9] ¢}sfj(conceptual disorganization), T4 (grandios-
ity), 9J4l/13j7(suspiciousness/persecution), 42 9
Z(emotional withdrawal), ¥19Fet A1Z|Z(poor rapport),
FAA AFaL9] Aofi(difficulty in abstract thinking), tish
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o7 33 Ax %oy, AT FEEIEE FAAIT
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O1KP=0.013), ©7] AT A -0l A= F = 7+2] PANSS
oJ5}A] ekQkTH(P=0.289, Table 6). PANSS &

4 Zol= &

Table 4. Medication adherence and quality of life at the index visit (n=385)

Variable Total LAI Oral P-value*
Medication adherence Doctor’s perspective 94.53+12.70  97.23+7.96 93.77+13.67 0.002
Patient’s perspective 95.7749.94 97.33+7.46 95.35+10.50 0.039
KDAI-10 0.98+2.15 0.93£2.26 0.99£2.12 0.690
Quality of life EQ-5D 0.82%+0.11 0.83£0.10 0.81+0.11 0.072
SQLS-R4K 83.54+23.19 81.24+25.62 84.19+22.46 0.189
VAS 66.55+21.51 68.16%£21.41  66.08+21.55 0.512

Values are presented as mean *standard deviation.

LAI, long-acting injection; KDAI-10, Korean version of drug attitude inventory 10 items; EQ-5D, EuroQol five dimensions
questionnaire; SQLS-R4K, Korean version of 4th revision of Schizophrenia Quality of Life Scale; VAS, visual analogue scale.

*Wilcoxon rank sum test.

Table 5. Clinical global impression (CGI) and global improvement (GI) at 6 months of follow-up (n=312)

Variable Total LAI Oral P-value
CGI 1 29 (9.3) 70.2) 229.3) 0.618
2 60 (19.2) 20 (26.3) 40 (16.9)
3 102 (32.7) 24 (31.6) 78 (33.1)
4 73 (23.4) 17 (22.4) 56 (23.7)
5 43 (13.8) 8(10.5) 35 (14.8)
6 4 (1.3 0(0.0) 4(1.7)
7 10.3) 0(0.0) 10.4
Gl 1 22(7.1) 6(8.0) 16 (6.8) 0.599
2 23 (7.9 9(12.0) 14 (5.9)
3 59 (19.0) 16 21.3) 43 (18.2)
4 152 (48.9) 33 (44.0) 119 (50.4)
5 41(13.2) 9(12.0) 32(13.6)
6 134.2) 2Q.7) 114.7)
7 103 0(0.0) 1 04

Values are presented as number (%).
LAI, long-acting injection.
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Table 6. Positive and negative symptom scale (PANSS) at 6 months of follow-up (n=312)

PANSS Total LAI Oral P-value*
Positive (1) Delusion 2.30£1.29 2.34+1.18 2.29+1.32 0.495
(2) Conceptual disorganization 1.77+£1.06 1.79+0.88 1.77+1.12 0.278
(3) Hallucinatory behavior 2.36+1.46 2.09+1.40 2.45+1.47 0.048
(4) Excitement 1.52+£0.89 1.50+0.72 1.5240.94 0.452
(5) Grandiosity 1.39+0.78 1.57+£0.82 1.33£0.76 0.001
(6) Suspiciousness/persecution 2.25+1.23 2.30+1.25 2.24+1.22 0.710
(7) Hostility 1.51+0.94 1.46+0.72 1.53+1.00 0.673
Negative (1) Blunted affect 2.23+1.20 2.22+1.16 2.24+1.22 0.959
(2) Emotional withdrawal 2.57+1.14 2.63+£1.03 2.55+1.18 0.464
(3) Poor rapport 1.80+0.98 1.86+0.84 1.78+1.03 0.179
(4) Passive/apathetic social withdrawal 2.72+1.29 2.80+1.15 2.69+1.33 0.395
(5) Difficulty in abstract thinking 2.03+£1.23 2.12+1.11 2.00£1.26 0.191
(6) Lack of spontaneity and 1.86+1.12 1.9340.97 1.84+1.17 0.141
flow of conversation
(7) Stereotyped thinking 1.64+1.00 1.71+0.87 1.62+1.04 0.116
General (1) Somatic concern 1.77+1.08 1.89+1.08 1.74+1.08 0.112
(2) Anxiety 2.09+1.10 2.07£0.98 2.10+1.14 0.920
(3) Guilt feeling 1.49+0.89 1.58+0.88 1.47+0.89 0.050
(4) Tension 1.68+0.95 1.66+0.87 1.68+0.98 0.811
(5) Mannerism & Posturing 1.43+0.88 1.50+0.82 1.41+0.90 0.113
(6) Depression 1.97+£1.12 2.08+£1.00 1.94+1.16 0.119
(7) Motor retardation 1.59+0.95 1.71+£0.89 1.56+0.96 0.060
(8) Uncooperativeness 1.38+0.80 1.47+0.86 1.35+0.78 0.123
(9) Unusual thought content 1.74+1.09 1.80+1.01 1.72+1.11 0.253
(10) Disorientation 1.21+0.65 1.11£0.39 1.25+£0.71 0.116
(11) Poor attention 1.59+1.00 1.49+0.77 1.62+1.06 0.783
(12) Lack of Judgment & insight 2.34+1.48 2.38+1.35 2.32+1.52 0.449
(13) Disturbance of volition 1.61£0.95 1.67£0.90 1.60+0.97 0.213
(14) Poor impulse control 1.44+0.83 1.35£0.63 1.47+0.89 0.748
(15) Preoccupation 1.53+0.85 1.48+0.79 1.54+0.86 0.682
(16) Active social avoidance 1.95+£1.27 1.86+1.02 1.97+1.34 0.750
Total score 54.60£19.35 55.22+16.04 54.40%20.32 0.289
Values are presented as mean*standard deviation.
LAI, long-acting injection.
*Wilcoxon rank sum test.
582 AuEd FHSA) FE 5 @45 (hallucinatory 2& FoJgt 2fo]7} ¢lAtHP=0.355, Table 7). 4] A3 &
behavior) e FAAEANA 2.098(+1.4000.2 S = A 32l EQ-5D, SQLS-R4K, VASOIA & &+ 7+9] -9
of BAFAITY 2.453 (2 1.47)E ek ¥oka(P=0.048), Tty Tk AolE FRIT 4= gIITHEQ-5D, P=0.254; SQLS-R4K,
(grandiosity) H4== FAAIOIA 1.57%(£0.82)2.& A4 P=0.416; VAS, P=0. 581) 671 E FA Aol A ol dite2
2 1338(£0.76 20 ¥ATHP=0.00). 32 69 A4 1F 13 }% 3802, FAATOA 138(17.1%), %
ol SFRREE 71448 TN Adon  ARld 30302 700I2e, o BB 2 1
EOUH(P=0.021), SAH FEdhe F 2 Aol A 9 Aol KsHA EUTHP=0.317). £AHE F8 ol FHHS
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Table 7. Medication adherence and quality of life at 6 months of follow-up (n=312)

Variable Total LAI Oral P-value*
Medication adherence  Doctor’s perspective 94.63+£11.85 95.59+12.16 94.31+11.76 0.021
Patient’s perspective 86.67+30.01 84.51+33.00 87.36+29.03 0.355
Quality of life EQ-5D 0.83£0.11 0.82+0.15 0.84+0.09 0.254
SQLS-R4K 1.77£19.18 72.92+20.24 71.40+18.87 0.416
VAS 8.84+22.45 77.98+24.70 79.11£21.75 0.581

Values are presented as mean+standard deviation.

LAI long-acting injection; EQ-5D, EuroQol five dimensions questionnaire; SQLS-R4K, Korean version of 4th revision of Schizophrenia

Quality of Life Scale; VAS, visual analogue scale.
*Wilcoxon rank sum test.

Table 8. Hazard ratio for recurrence after enrollment (n=315)

Crude Adjusted
Recurrence (n)  F/U duration (wk)
HR 95% CI HR 95% CI
LAI (N=87) 8 16.50+7.75 1.0 1.0
Oral (N=298) 43 16.79+7.40 1.671 0.785 3.556 1.710 0.758 3.855

Adjusted: Adjusted for sex, age, job, no of medication, no of recurrence in baseline and duration of final hospitalization in baseline.
LA long-acting injection; F/U, follow-up; HR, hazard ratio; CI, confidence interval.
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Log-rank test (P-value=0.094)
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Fig. 2. Comparison of recurrence by medication class among
schizophrenia: Kaplan-Meier survival curves of time to
recurrence after enrollment. LAI, long-acting injection.
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Effectiveness of procalcitonin test in patients with suspected sepsis:
a systematic review

Songhee Cho', Jae Kyung Suh', Minjeong Ko', Sangmin Lee’, Bohyung Jang’, Eun Jin Jang"*

'National Evidence-based Healthcare Collaborating Agency, “Department of Internal Medicine, Seoul National University
Hospital, *Department of Preventive Medicine, Kyung Hee University College of Korean Medicine, Seoul, ‘Department of
Information Statistics, Andong National University, Andong, Korea

Objectives: This study was to assess clinical effectiveness on determining discontinuation of antibiotics based
on procalcitonin levels in sepsis suspected patients.

Methods: Existing systematic review search was performed based on the pre-established strategy in various
databases including EMBASE, Ovid-Medline, and KoreaMed. Prkno et al. (2013) was selected considering com-
prehensiveness of literature search, research scope, as well as the Assessment of Multiple Systematic Reviews
(AMSTAR) score. Using the search strategy of the selected study, additional systematic search was conducted
to identify randomized clinical trials (RCT) that compare the effectiveness of procalcitonin-based antibiot-
ics therapy with standard care. In order to evaluate the quality of studies, the risk of bias assessment tool was
used. All database search and quality assessment were conducted by two reviewers independently. Meta-
analysis was performed using a random-effect model.

Results: A total of 8 RCTs were included. Duration of antibiotic therapy was significantly reduced in procalcito-
nin-guided therapy group, compared to standard treatment group (mean difference, —2.43; 95% confidence in-
terval, —3.46, —1.40), while 28-day mortality, hospital mortality, and length of stay did not show any significant
difference.

Conclusion: Procalcitonin-guided therapy shortened duration of antibiotic treatment compared to standard care
without any harmful effect on other clinical outcomes such as mortality or length of hospital stay.

Key Words: Sepsis, Procalcitonin-guided therapy, Antibiotics discontinuation
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Fig. 1. Literature selection process.
RCT, randomized clinical trials; SR,
systematic review, ICU, intensive
care unit; PCT, procalcitonin.

Vol. 2, No. 2, June 2016



Songhee Cho et al: Effectiveness of procalcitonin in sepsis

o] x3hE Edloln® HF AAYH SR dAdT 2. HEMEAM Hn}

e A9 AAY EAvE B0 x3hE 747 271 1 S A A F HES AR Z2EAEY

2, % 87°|th(Fig. 1) AR o] &3t A A E52ET} YRR 7he] YA FA
FF AR B9 1F 20079 o] £0E 29 BIE & I, AMGE L ALV Sofl et HEHEA S okl

ojm A4 i F7te HY, IHA, AA T FE /FH T HTable 2). A 34 458 v|we 247} T2 ZAEY

719 A77k ZRELT. 24 24 717 152014 2169 SAS vigom AR ARS AT A P A8U%
= derslglon] A ol B 40t A GO B 7k S5 Fashs A0® YERITHMD=-2.43, 95% CI:
zsg o c0dh~70t7} 7 B

fe]
AEH HAfoln SAH A= f‘z‘}%‘xﬂ o717k, AFGE,
XH%]]Z_]- %_o] %{T-?(Table 1). I Lowriskof bias [ Unclearrisk of bias [l High risk of bias
_ Random sequence generation (selection bias)
RoB E+& Eﬁﬁ _/,:“B‘gﬂ ‘:‘X]'SHHHX‘] 0]/1]—/\] %9_101] 1’41’9:_ Allocation concealment (selection bias)
Blinding of participants and personnel (performance bias)
X] .1117]— 73-‘4’ jensen o 10]-’] = ﬂ g Z‘“ﬂo]— EH“?"E— 1/%}‘] Blinding of outcome assessment (detection bias)
Incomplete outcome data (attrition bias)
%—]Oﬂ}ﬂ (\ﬂi:fLX]- 1_7]-‘\_-/']:'4 /\]—g (ﬁ_l—7]- %‘E‘Ttg o]—Mq— E]_]_—Eﬂ /1\—_]@14 Selective reporting (reporting bias)
WS Beiel TA9) g AT uges 2o 2 oerbes
0 25 50 75 100
S Aetd o= HIEY 7o) W2 A o' YegthFig. 2). %

Fig. 2. Risk of bias graph.

Table 1. Characteristics of the included studies

Variable Annane Bouadma Deliberato Hochreiter Jensen Nobre Schroeder  Svoboda
(2013) [171 (2010) [11] (2013) [12] (2009) [14] (2011) [10] (2008) [13]  (2009) [15] (2007) [16]

Patient Severe sepsis, Septic shock Severe sepsis, Severe sepsis Severe sepsis, Severe sepsis, Severe Severe

septic shock septic shock septic shock  septic shock  sepsis sepsis

ICU setting Surgical, Surgical, Surgical, Surgical Surgical, Surgical, Surgical Surgical

medical medical medical medical medical

Patient, n 31/30 138/129 42/39 57/53 247/212 39/40 14/13 38/34
(PCT/routine
care)

Age 59/54 61(15.2)/ 68 21/ 67.3 (14.9/ 67/67 64(12.3)/ 693(10.6)/  43/49
mean (SD) (median) 62.1(15.0) 62 (19 66.6 (15.5) (median) 66.9(13.8) 68.4(13.7) (median)
(PCT/routine
care)

Follow-up 69 60 NA 28 216 28 28 28
period (d)

Country France France Brazil Germany Denmark Switzerland ~ Germany Czech

ICU, intensive care unit; PCT, procalcitonin; SD, standard deviation; NA, not significant.

Table 2. Summary results of meta-analysis

Number of patient

Measure Study, n ot Stodard core RR/MD (95% CI) P-value
Duration of antibiotics use 5 459 459 —2.43 (=3.46, —1.40) <0.0001
28-day mortality 4 088 984 0.99 (0.85, 1.14) 0.8482
In-hospital mortality 5 183 175 0.89 (0.59, 1.34) 0.5838
LOS 4 418 421 —3.17 (<7.60, 1.26) 0.1611
LOS in ICU 8 1,131 1,117 —0.03 (-1.47, 1.40) 0.9643

PCT, procalcitonin; RR, relative risk; MD, mean difference; LOS, length of stay; ICU, intensive care unit; CI, confidence interval.

Vol. 2, No. 2, June 2016 73



Evidence and Values in Healthcare

-3.46, -1.40) (Fig. 3).

BAA oA HE A A 7k oAl EelE o
(x=12.7, P=0.0129), ol A7 7+ S&AHA] gt 23 7]
o] gt A Ao g waE it wekA QabAet it
A STAAE BT Ao R ot Aot QA SRR
< QAR 3 AFE Hrol 71 B4S o gt
Aot WA FIAA LS e T3t 3719 AFE(11-13] &
Mgt At AR 2ol Hld] Z2ZAEUL YA A
BU5E 3.64Y TSR 2HM(MD=-3.64, 95% CI: -4.60,
-2.67), A7t o] AL W2 o E IRIFGTH=1.52,
P-value=0.4688). 2|7A] SAFATHS: 2315 2709] A&
[14,15] BAg A3} T2 LA EULol|A] FAA AHE-L47F
1.91¥ ©=E 0w (MD=-1.91, 95% CI: -2.29, -1.52), &
Tt 0] 8432 YrERA] Gokth(x*=0.50, P=0.4789).

LZ2AANEUZY g 7t 289 AFYET ¥ Y
AFHES AASE A= Svoboda S[16], Annane $[17] Z+
7} 473} 570|0tt. ZRZA BT gutxEd 719] 28
9 AFFE(RR=0.99, 95% CI: 0.85, 1.14) 9@ ¥ W Alg=
(RR=0.89, 95% CI: 0.59, 1.34)< B3t 23}, SAHOE
gt Zo|7F UEhA] ghgkom(Figs. 4, 5), BA14 &4
oA TE]A] kot

e Y717 A9 At
oA 3.179 2EHE A2

=

I @] va] ZRZA BT
2 Yoy EAF0g folst

PCT Routine care

Study Mean SD Mean SD MD [95%Cl]

T
Bouadma (2010)[11] 6.1 6 9.9 741 —— 1 -3.80 [-4.83, -2.77]
Deliberato (2013)[12] 10 9 11 1038 —_— ., -100[-5.35335]
Hochreiter (2009) [14] 59 1.7 7.9 05 | -2.00 [-2.46, -1.54]
Nobre (2008) [13] 6 78 95 7.8 -y -3.50 [-6.94, -0.06]
Schroeder (2009) [15] 6.6 1.1 83 0.7 ——————s— -1.70[-2.39, -1.01]

——
RE model —— -2.43[-3.46, -1.40]

Test for heterogeneity:
Q (df=4)=12.6967, P-value=0.0219 —

-3.00-1.50 0.00 1.50
Fig. 3. Duration of antibiotics use. PCT, procalcitonin; SD,
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model.

74

2] ko m(MD=-3.17, 95% CI: -7.60, 1.26), Z3H4 A
A7z A F 2 7F AelE FRIT = YIATHMD=-0.03,
95% CI: ~1.47, 1.40). & AL7173} SA A L7131
it SA12 o] 4 g2 UELA] 3t

= Oﬂ%owb 71&9] iﬂ AX 1S E8oto] R
% & o] UE A a2 d
el {4 OOWXﬂ A52717F, A L7170 D AASE
< ZORE A RIS WS AT AN, ZEZAE
WA =t 7h0] 289 AMGE, B W AMRE, §
F Apolo] izt BAA 4ol UrEMXl ety
Ot A AHE7IZEY] B T 2 2F KR Aol itk
(MD=-2.43, 95% CI: -3.46, -1.40). W2tA Z2ZAEY 5
Zof| T FAYA A Z2HL kx| R} H|Woto] 2E A4
Aol = FA FowA FA AR XS @5 S
L g} Qe 7o & golx]ith

MY AFE0] et Jrr|doA 7] b HE8F 5
FTEE HEoE $3% W 7|E AAY A EE E8d
Prkno 5912 & J?”Oﬂ ?J°J o SSHES

N

>
mz
jinh
rﬂE mS
N
N

¢

s tde

7t "a:‘— o 7r 7‘}017]' ‘/}E]r‘/]'z] Rlaly

th 1 9 55 HE@S SAE s S AAA 24
TE JA AR AHE =E510H Soni [18]% g
EY £F2 7|Hto 2 A X528 AL A l
o|gk&2] F7} §lo] ICU UUeAFe] FAA| ARE717E oF 2
O‘(MD:—2 05, 95% CI: =2.56, -1.52), 25&7] Z94 A9
- 2.35%(MD=-2.35, 95% CIL: -4.39, -0.33)& @533
1’4-_1_ B 5kt Matthaiou 511913 Kopterides 52012
o g YA A= 2Ho| WAl 9

z2ZAEY &
PCT Routine care
Study Events Total Events Total RR [95%Cl]
T
Annane (2013) [17] 7 31 10 30 i 0.74[0.31,1.74]
Deliberato (2013) [12] 2 42 4 39 1 0.49 [0.09, 2.53]
Hochreiter (2009) [14] 15 57 14 53 —— 1.00[0.52, 1.91]
Nobre (2008) [13] 9 39 9 40 —— 1.02[0.44, 2.35]
Schroeder (2009)[15] 3 14 3 13 —_— 0.94 [0.22, 4.00]
RE model -+ 0.89 [0.59, 1.34]

Test for heterogeneity: !

1
Q (df=4)=0.9244, P-value=0.9210

T T 1
0.05 025 1.00 4.00

Fig. 5. In-hospital mortality. PCT, procalcitonin; RR, relative risk;
CI, confidence interval; RE model, random-effect model.
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Neurological manifestations of Zika virus infection and public health

Crisis

Man-Seong Park

Department of Microbiology, Korea University College of Medicine, Seoul, Korea

In the wake of a surge of cases of microcephaly and Guillain-Barre syndrome in Brazil, association of which
with Zika virus infection has now been confirmed, the World Health Organization declared ‘Public Health
Emergency of International Concern’. Once an obscure mosquito-borne virus due to mildness of the disease
caused by the virus, Zika has become a virus that humanity must overcome with an all-out effort. In this
article, we briefly review current knowledge of the virus, the vector, the epidemiological situation and the
response strategy. In the context of general understanding of the virus and public health crisis, we highlight
three papers that have been seminal in terms of confirming the apparent association of Zika virus infection
and the neurological manifestations such as microcephaly and Guillain-Barre syndrome, and bringing attention
to a possibility of a different way of the Zika infection-mediated neurological manifestation such as acute my-

elitis.

Key Words: Zika virus, Epidemics, Microcephaly, Guillain-Barre syndrome
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Table 1. Countries reporting mosquito-borne Zika virus transmission

Classification WHO Region Country/territory/area Total
Countries experiencing a first Africa Cabo Verde 1
Ol.ltbr eak of Zika vir.us since 2015, America Aruba, Barbados, Belize, Brazil, Bolivia (Plurinational 38
“flth 1o previous e.v1dence .Of State of), BONAIRE - Netherlands, Colombia, Costa Rica,
Cir Clﬂat-IOFl, and with ongoing Cuba, Curacao, Dominica, Dominican Republic, Ecuador,
transmission by mosquitos El Salvador, French Guiana, Grenada, Guadeloupe,
Guatemala, Guyana, Haiti, Honduras, Jamaica, Martinique,
Mexico, Nicaragua, Panama, Paraguay, Peru*, Puerto Rico,
Saint Barthelemy, Saint Lucia, Saint Martin, Saint Vincent and
the Grenadines, Sint Maarten, Suriname, Trinidad & Tobago,
United States Virgin Islands, Venezuela (Bolivarian Republic of)
South East Asia Maldives 1
Western Pacific American Samoa, Fiji, Marshall Islands, Samoa, Tonga 5
Subtotal 45
Countries where there is evidence of Africa Gabon 1
Zﬂ;’%‘l’z us trﬁnsmisslilon from 2007 South East Asia  Bangladesh, Indonesia, Thailand 3
t , wit ithout i i
° o Wi . orwi ou. ongomnsg Western Pacific Cambodia, Cook Islands®, French Polynesia*, Lao People’s 12
transmission; or countries where ; . o :
. . Democratic Republic, Malaysia, Micronesia (Federated
an outbreak since 2015 is reported ‘ ° T
States of)*, New Caledonia, Papua New Guinea, Philippines,
to be over
Solomon Islands, Vanuatu, Viet Nam
Pan America ISLA DE PASCUA - Chile* 1
Subtotal 17
Total 62

WHO, World Health Organization.
*There is no ongoing transmission in these countries.

Cited from Situation report: Zika virus microcephaly Guillain-Barré syndrome. 12 May 2016 (Available at: http://apps.who.int/iris/
bitstream/10665/206311/1/zikasitrep_12May2016_eng.pdf?ua=1) [6].

Table 2. Imported Zika virus infection cases in Korea

Confirmed Imported from Symptoms at the time of diagnosis RNA detected from

1 Brazil Fever, rash, muscle pain Clinical sample

2 Philippines Fever, rash Urine

3 Philippines No symptom Urine, saliva

4 Viet Nam Other existing condition Blood, urine

5 Philippines Rash, joint pain, muscle pain Urine
Based on reference [7].
ek 222 Apvlolels el oit 4144 % Ak R|FHHIO2IA A K
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Table 3. Zika Response activities according to country context

Man-Seong Park: Public health crisis induced by Zika virus
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Aedes+Zika+congenital
Response strategy malformations/increased Aedest+Zika Aedes Other countries
neurological syndromes
Surveillance, laboratory testing, risk o () ([ ([
communications and community engagement
Vector control and personal protection [} () ([
Management of microcephaly congenital [ J ( &

malformations & neurologic syndromes

Public health research to investigate associated risks

*Preparation for management of microcephaly & Guillain-Barré syndrome.
Cited from ZIKA: Strategic response framework & joint operations plan. January-June 2016 (Available at: http://www.who.int/

emergencies/zika-virus/strategic-response-framework. pdf ) [26].
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