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B Background and importance B Material and methods

Weight gain and metabolic complications are substantial Following the PRISMA guidelines, PubMed, Embase, and the
adverse effects associated with  second-generation Cochrane Library were used to search for articles published before
antipsychotics. However, comprehensive quidelines for July 7, 2023. The search terms used were as follows: randomized
managing antipsychotic-induced weight gain are lacking. The controlled trial OR clinical trial AND metformin AND antipsychotic
systematic review and meta-analysis Is to assess the most agents OR dopamine antagonists OR atypical antipsychotics OR
appropriate dosage and duration of metformin treatment to antipsychotic-induced weight gain OR  second-generation
prevent and manage antipsychotic-induced weight gain. antipsychotics. A study was Included If it: (1) was a double-blind
B Results RCT,; (2) enrolled patients diagnosed with schizophrenia per DSM-1V,
DSM-5, or ICD-10 criteria and prescribed antipsychotics; and (3)

This analysis including 20 studies with 1,070 patients revealed

that metformin significantly surpassed placebo in attenuating Investigated metformin's effectiveness In mitigating antipsychotic-

. o . . . . Induced weight gain. A random-effects model was used.
weight gain In patients receiving antipsychotics. The mean
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use resulted In a noticeable decrease In body mass Index  chenr 32 31 28 -02 31 27 67% -300(0464,-1.30 —
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] . ] ] Khan 2020 -2.62 313 B9 159 283 69 72% -1.03[-2.03,-0.03] B
significant differences were observed Iin outcomes between  «einzos 013 288 15 401 623 15 48% -414[761,-067)
NCT00617240 6138 8.692 5 1045 11.764 4§ 07% -431[18.13,9.51]
- . Rado 2016 2.54 235 12 588 523 13 51% -3.34[-6.48,-0.20]
treatment durations of 12 and 24 weeks (Table 1). Figure 3  saagnizos 35 2360 33 4 31586 33 60% 7500885615 @ ——
Sisikind 2021 009 27436 8 288 2728 5 52%  -2.79[-5.84, 0.26]
" " Tang 2020 3.6 328779 8 52 18.2 9 0.2% -1.60[27.30,24.10] ¢ g
displays the safety profile results. The most frequently reported ~ Jre2 s e o EE G Do ab ke
. . . . Wu 2008 a AmJ 1.9 272 18 687 423 19 6.0% -4.97[7.25,-2.69]
side effects were vomiting, nausea, and diarrhea. No evidence  wis 32 19 3 31 184 32 72% -530(7.25,-53 =
Wu 2012 -2.37 75 42 215 579 42 54% -452[-7.39,-1.65)
was obtained that associated metformin with more frequent  1oaiessa) 530 531 1000% -3.32[457, 20 <>
_ o _ Heterogeneity: Tau? = 5.40; Chi*= 120.50, df= 19 (P < 0.00001); F= 84% e : : : 1*0
episodes of nausea and vomiting (results of 11 trials; MD: 1.18,  Testforoweriefect 2=521 (¢ <000001) Favours Metformin Favours Placebo
95% CI1 0.88 to 1.57, p = 0.27). According to the meta-analysiS  Figure 1. Forest plot of difference in mean weight change for metformin versus placebo
of available information on diarrhea, metformin did not result In Metformin Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
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Heterogeneity: Tau®= 0.63; Chi*= 99.64, df= 17 (P < 0.00001); F= 83% » 70 : : -
Change of weight in different dosages of metformin Test for overall effect: Z=5.25 (P < 0.00001)

Favours Metformin Favours Placebo

Figure 2. Forest plot of mean change in BMI for metformin versus placebo
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Agarwal 2020 12 21 7 9 23.2% 0.73 [0.44, 1.22] — =
Chen 2012 7 28 3 27 3.9% 2.25[0.65, 7.81]
Chiu (Met 1000mg/day) 4 19 3 18 3.3% 1.26 [0.33, 4.88]
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= Total events 78 50
. CO n CI u S | O n an d Rel ev an C e Heterogeneity: Tau® = 0.00: Chi® = 8.95, df = 10 (P = 0.54): I = 0%
Test for overall effect: Z2 = 1.10 (P = 0.27)
. . . . . 6.3.2 diarrhea
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dosages of metformin use In patients with schizophrenia Sriing 2o T e T o oo 1cor00y aaan »
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experiencing antipsychotic-induced weight gain. The findings Total events A o
Test for overall effect: Z = 0.77 (P = 0.44)
highlight the need for additional large-scale research to Total (95% C1) 118 [0.93, 1.511 >
Total events 112 70 . . . . . .
] ] ] _ _ Heterogeneity: Tau® = 0.00; Chi* = 11.98, df = 16 (P = 0.75); I* = 0% Y oo JALJRE t LA
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= : Figures 3. forest plot of reported adverse events

Thanks for reading.



