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Duloxetine mentioned as first-line therapy for DPNP in 4 major guidelines

Treatment FDA approval | FDA approval | ADA (2021) NICE (2021) AACE (2015) | EFNS (2010)
for DPNP for MDD

Amitriptyline No Yes NM 1-2 1 1
Duloxetine | Yes Yes 1 1-2 1 1
Pregabalin Yes No 1 1-2 1 1
Gabapentin No No 1 1-2 1 1
Venlafaxine ER | No Yes NM NR NM 1

Tramadol No No 3 3 (short term) | 2 2-3

MDD: Major:Depressive Disorder

NM: not mentioned, NR: not recommended,

NICE: National Institute of Clinical Excellence,

ADA: American Diabetes Association,

AACE: American Association of Clinical Endocrinologists,
EFNS: European Federation of Neurological Societies
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Neuropathic pain phenotyping as a predictor of treatment response @Emmrk

in painful diabetic neuropathy: Data from the randomized, double-blind,
COMBO-DN study
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in favor of high-dose monot herapy >

< in favor of combination therapy

< in favor of dul oxetine || in favor of pregabalin >

Fig. 1. Treatment effects in changes of BPI average pain and NPSI at the end of initial therapy (Visit 5) and end of combination /high-dose therapy (visit 8) cluster. (a)
Algorithm did not converge for the initial treatment data due to infinite likelihood for both unstructured and autoregressive covariance matrixes. (b) Signs were reversed for
consistency across all items. Note: diamond symbol denotes the least square mean for the difference between duloxetine and pregabalin in the initial therapy period and

combination therapy and high-dose monotherapy in the combination/high-dose therapy period ; the horizontal line denotes the associated 95% confidence interval. BPL Brief

o Pain Inventory; NPSL Neuropathic Pain Symptom Inventory. 8
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Improve Patient Adherence by less Frequent Dosing

Drug Name | Dosingin pain management | Frequency of use Available dosage forms
Gabapentin | 900-3600 mg/day g8hr Cap 100,300 mg
Pregabalin | 150- 600 mg/day gl2hr or g8hr Cap 50, 75, 100, 150 mg
Duloxetine | 60-120 mg/day single daily dose or q12hr | Cap 20, 30, 60 mg

1.-emc. 17 Jul, 2019. https://www.medicines.org. uk/emc/product/4636/smpc
2..emc. 26 Mar, 2021. https://www.medicines.org.uk/emc/product/7132/smpc
3. emc. 11 Jun, 2020. https://www.medicines.org,uk/emc/product/3880/smpc
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Table 2: Random-effects pooled results: duloxetine vs. placebo.

Outcome Treatment effect (&) 95% Cl for & L-test 2 NNT/INNH
(p-value) (95% Cl)

Efficacy

Reduction in 24-hour pain intensity -1.128 (-1.364; -0.891) <0.001 0 -
Response 0.856 (0.628; 1.085) <0.001 5(3:7)
PGI -0.756 (-1.004; -0.508) <0.001 0 -

=]

Tolerability

Premature study discontinuation due to:

- Lack of efficacy -0.962 (-1.800; -0.124) (0.024) 0

- Adverse events 1.077 (0.663; 1.490) <0.001 0 I1(7;23)
- Other -0.278 (-0.636; 0.079) (0.127) 0

Diarrhoea 0.233 (-0.436; 0.903) (0.307) 0.307

Dizziness 0.817 (0.398; 1.235) <0.001 0

Headache 0.468 (0.090; 0.845) (0.015) 0

MNausea 1.306 (0.942; 1.669) 0.039 0.039

Somnolence 1.472 (1.044; 1.900) <0.001 0

MNote:

fis absolute difference for 24-hour pain intensity.

fis log-odds ratio for Response, PGl and all tolerability analyses.

7 is between-study heterogeneity.

NNT/NNH: Number needed to treat, number needed to harm. NNTs were calculated for response rate and NNHs were calculated for
discontinuation due to adverse events.




Outcome Treatment effect (&) 95% Cl for & U-test 2 NNTINNH
(p-value) (95% Cl)

Efficacy

Reduction in 24-hour pain intensity -0.901 (-1.234; -0.568) <0.001 0.147

Response 0.840 (0. 524; 1.155) <0.001 0.154 5(4:8)

PGI -1.291 (-1.722; -0.860) <0.001 0.019

Tolerability

Premature study discontinuation due to:

- Lack of efficacy 0.713 (-1.205; -0.221) (0.005) 0

- Adverse events 0.926 (0.463; 1.389) <0.001 0 19 (10; 48)

- Other -0.209 (-0.721; 0.302) (0.330) 0

Diarrhoea -0.660 (-1.734; 0.414) 0.139 0.139

Dizziness 1.900 (1.314; 2.487) 0.028 0.028

Headache -0.216 (-0.823; 0.392) 0.486 0

Somnolence 2.063 (1.361; 2.764) <0.001 0

Note:

&'is absolute difference for 24-hour pain intensity.

&is log-odds ratio for Response, PGI and all tolerability analyses.

7 is between-study heterogeneity.

NNT/NNH: Number needed to treat, number needed to harm. NNTs were calculated for response rate and NNHs were calculated for
discontinuation due to adverse events.




Table 4: Random-effects pooled results: gabapentin vs. placebo.

Qutcome Treatment effect (&) 95% Cl for & U-test 12 NNTINNH
(p-value) (95% Cl)

Efficacy

Reduction in 24-hour pain intensity -1.437 (-2.211; -0.663) <0.001 0.109 *

Tolerability

Premature study discontinuation due to:

- Lack of efficacy -1.066 (-2.786; 0.653) 0.224 0

- Adverse events 0.241 (-0.786; 1.267) 0.646 0 63 (30; o

- Other -0.036 (-1.162; 1.090) 0.950 0

Diarrhoea 0.393 (-0.555; 1.341) 0.416 0

Dizziness 1.833 (0.834; 2.833) <0.001 0

Headache I.146 (-0.018; 2.310) 0.054 0

Mausea 0.595 (-0.532; 1.722) 0.301 0

Somnolence 1.582 (0.643; 2.520) 0.001 0

MNote:

&is absolute difference for 24-hour pain intensity.
&is log-odds ratio for all tolerability analyses.
™ is between-study heterogeneity.

NNT/NNH: Number needed to treat, number needed to harm. * NNT was not calculated, due to absence of required binary data on responder

rates. NINH was calculated for discontinuation due to adverse events.

BMC Neurology. 2009; 9:6



Table 5: Indirect comparison results: duloxetine vs. pregabalin.

Qutcome Indirect treatment comparison  95% Cl for o Between-study variance 95% ClI for
(9) (%) o

Mean (median) Mean (median)

Efficacy

Reduction in 24-hour pain intensity -0.248 (0.248) (-0.667;0.162) 0.052 (0.024) (0.001;0.252)

Response 0.033 (0.034) (-0.393;0.451) 0.075 (0.052) (0.001:0.287)

PGI-I/PGI-C 0.542 (0.545) (0.016;1.060) 0.025 (0.009) (0.001;0.151)

Tolerability

Premature study discontinuation due

to:

- Lack of efficacy -0.251 (-0.235) (-1.288;0.717) 0.058 0.015) (0.001;0.381)

- Adverse events 0.152 (0.154) (-0.505;0.790) 0.039 (0.012) (0.001;0.243)

- Other -0.068 (-0.069) (-0.735;0.589) 0.045 (0.013) (0.001;0.281)

Diarrhoea 0.886 (0.885) (-0.414; 2.183) 0.248 (0.050) (0.001; 1.628)

Dizziness -1.084 (-1.074) (-1.903; -0.317) 0.075 (0.020) (0.001; 0.477)

Headache 0.700 (0.704) (-0.078; 1.458) 0.037 (0.011) (0.001; 0.235)

Somnolence -0.554 (-0.552) (-1.458; 0.328) 0.052 (0.013) (0.001; 0.347)

Note:

& is the mean difference in treatment effect between DLX and each comparator.
7 is between-study heterogeneity.




Table é: Indirect comparison results: duloxetine vs. gabapentin.

Outcome Indirect treatment comparison 95% Cl for & Between-study variance 95% ClI for
(9) (r?) 7

Mean (median) Mean (median)

Efficacy

Reduction in 24-hour pain intensity 0.270 (0.266) (-0.469; 1.022) 0.041 (0.013) (0.001; 0.247)

Tolerability

Premature study discontinuation due

to:

- Lack of efficacy 0.067 (0.065) (-1.988; 2.116) 0.177 (0.028) (0.001; 1.281)

- Adverse events 0.841 (0.835) (-0.348; 2.065) 0.062 (0.015) (0.001; 0.408)

- Other -0.245 (-0.252) (-1.527; 1.075) 0.060 (0.015) (0.001; 0.386)

Diarrhoea -0.244 (-0.24¢6) (-1.645; 1.164) 0.273 (0.051) (0.001; 1.825)

Dizziness -1.044 (-1.054) (-2.258; 0.183) 0.090 (0.021) (0.001; 0.590)

Headache -0.689 (-0.697) (-1.986; 0.638) 0.053 (0.013) (0.001; 0.348)

Mausea 0.704 (0.700) (-0.567; 2.021) 0.085 (0.022) (0.001; 0.529)

Somnolence -0.101 (-0.107) (-1.249; 1.078) 0.080 (0.01&) (0.001; 0.545)

MNote:

G is the mean difference in treatment effect between DLX and each comparator.
7 is between-study heterogeneity.
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~ Serotonin-Norepinephrine Reuptake Inhibitors (SNRIs)
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Dosing and Titration

Indication Starting Dose |Target Dose Maximum Dose
. Acute Treatment: 40 mg/day (20 mg twice daily)
MDD 540- 60 mg/day to 60 mg/day (once daily or as 30 mg twice daily); | 120 mg/day
Maintenance Treatment: 60 mg/day
GAD
ACIE 60 mg/day 60 mg/day (once daily) 120 mg/day
2CE 30 mg/day 60 mg/day (once daily) 120 mg/day
Children and Adolescents ;30 mg/day 30 to 60 mg/day (once daily) 120 mg/day
(7 to 17 years of age)
DPNP 60 mg/day 60 mg/day (once daily) 60 mg/day
- o mg/d ay ___________ - mg/day (onceda|ly) ____________________________________ - mg/d ay ______________
CMP 30 mg/day 60 mg/day (once daily) 60 mg/day




Conclusion

Duloxetine is the
only antidepressant
approved by FDA for
neuropathic pain
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