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necessity through clinical cases.
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Objectives: During the initial clozapine titration, it is crucial to monitor for inflammatory reactions to ensure safe and effective
administration. Clozapine metabolism varies by ancestry, particularly among Asians, warranting lower dosage. Recently, Dr. De
Leon introduced guidelines based on ancestral differences. We aimed to provide a Korean translation, focusing on illustrating the

Methods: The Korean translation of the guidelines, approved by Dr. De Leon, involved two psychiatrists who reviewed and re-
vised each other’s work. An additional board-certified psychiatrist conducted an independent review. We examined two clinical
cases from our institution’s database, where clozapine titration faced challenges due to fever and pneumonia, assessing guideline

Results: The guidelines recommend a target clozapine dose of 175-300 mg/day for Asians with average metabolism and a slower
titration rate compared to other ancestries. In both cases, CRP elevation was detected either before or simultaneously with the on-
set of fever, with a concentration-to-dose ratio ranging from 3.06 to 6.97.

Conclusion: The initial clozapine titration process should consider metabolic differences by ancestry and monitor for inflamma-
tion. Further research is needed to optimize the titration process for Koreans, considering metabolic rates, usage patterns, and side

Keywords: Ancestry; Clozapine; C-reactive protein; Metabolism; Titration.
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Fig. 1. Changes in Clozapine Dosage, C-reactive Protein (CRP) Levels, and Fever in Case 1 Patient. This graph represents the dosage
of clozapine administered to the patient and the corresponding levels of C-reactive protein (CRP) from the initial day of hospitaliza-
fion to the first outpatient visit following discharge. The solid line represents the dosage of clozapine, while the dotted line represents
the CRP levels. The gray rectangles indicate the days on which fever with a temperature of 37.5°C or higher was observed at least
once.
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Fig. 2. Changes in Clozapine Dosage, C-reactive Protein (CRP) Levels, and Fever in Case 2 Patient. This graph represents the dosage
of clozapine administered to the patient and the corresponding levels of C-reactive protein (CRP). The solid line represents the dos-
age of clozapine, while the dotted line represents the CRP levels. The gray rectangles indicate the days on which the patient experi-
enced fever with a temperature of 37.5°C or higher on one or more occasions. The timeline is divided into three periods: the first hos-
pitalization (A), the period between discharge and the second hospitalization (B), and the second hospitalization (C).
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Supplementary Table 8. 67}X| M AF|=0| ZEXHORZ HEE|=
k=X

NgElE 7|
L% A58 S50{0F shs FL (NTRARIS] A7 S Mesof of
FITYN S TS SOt AL, HlBtel BX0|M O =2
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= MAlsH| Hofl TEEX| 2 32 7tsd= Mt
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o2 OB MHSES BCt Do HHO| ARED SRR S 350ng/ml 0| 4ol ZE F| EA
S O TAPH SIS CHAl AIBICHR 2-4F SloIE O 52 832 AR T HOICk m2tM THsohE 2l

O A= TDME A[dlst= AS OB

CRP, C-reactive protein; TDM, therapeutic drug monitoring; WBC, white blood cells.



Supplementary Table 9. & 7|7t & Of3F CRPQ| &7

1. 291
o CRP2| HF2 M HEE2| 27|20 H2 HE22 A[H 7ttt HAOIT
o HAZILE Sof & s A2 €32 F 20X, S2AHS| Mg g0 M 0§ of= A2
TROILE 27| MM = YYOIAE CRPZ} HITESO| ELHH ChE2of &S HiA|sHOF Strf:

o ZEAE F2E00 H3 HF =7t L7 "atM 2y 2RAE-FE ES
o #Zo Y, 53 &7 =57 #Go| dEst= B2t HE 2

o CRP7IHIZHHLR &5 AUCHH il 8T SN 2HIE MO|EFIRIS 82 22
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e O3 WBC =5 53Y [ CRPE & F8st= A0 FL CRPO| 452 E=2AME-RE Lt
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MEUHAIRtS 2 ThIH A AX| 2 80| Z2H|(<100mg/day), S¢H 2 HE 2AES HESIH 1FAF
B CRPZ} Z=7|0f &&E = AUCPS

2. 5%

o CRPO HF 7|2t #el= HOiCt CYSICE FO{T SE0M MAE = SHEAE H=E
As dd 3._ Ct.

3. X7| CRPZ} H|H ALY ol

o 7| MOIM CRPE =tOI5HH ZITHE|X| §2 T FJ0| Y= AHES Hotd - UCk H© 50l
U SEfOM= 2R CHARZE Mo E[1, dtiHez WE HF £k 20 FSO L 7
g0l A28z SRS JHAISHA| = Al ECt

o XE7| HA 4 CRPY} HIZYO|EIEH®, FFo| AQlS &0t SZAHE JHA| TOf| s ZsHoF BHCt.
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CRP, C-reactive protein; TDM, therapeutic drug monitoring.




Supplementary Table 10. 22XHE0| A XI55S 0184 215 8¥2 FYsts Wy

Sy ArEy’ =Y 25 8%
8% C C/D H]| 350 2 C/DH|E L& 2 g gaH
100mg/day 50ng/mL 0.50 700 700mg/day
100ng/mL 1.00 350 350mg/day
200ng/mL 2.00 175 175mg/day
300ng/mL 3.00 117 125mg/day
400ng/mL 4.00 87.5 100mg/day
150mg/day 100ng/mL 0.67 522 525mg/day
200ng/mL 133 263 275mg/day
300ng/mL 2.00 175 175mg/day
400ng/mL 2.67 131 150mg/day
500ng/mL 3.33 105 125mg/day
200mg/day 100ng/mL 0.50 700 700mg/day
200ng/mL 1.00 350 350mg/day
300ng/mL 1.50 233 250mg/day
400ng/mL 2.00 175 175mg/day
500ng/mL 2.50 140 150mg/day
600ng/mL 3.00 117 125mg/day
700ng/mL 3.50 100 100mg/day
800ng/mL 4.00 87.5 100mg/day
300mg/day 200ng/mL 0.67 522 525mg/day
300ng/mL 1.00 350 350mg/day
400ng/mL 133 263 275mg/day
500ng/mL 1.67 210 225mg/day
600ng/mL 2.00 175 175mg/day
700ng/mL 233 150 150mg/day
800ng/mL 267 131 150mg/day
900ng/mL 3.00 117 125mg/day
1,000ng/mL 333 105 125mg/day
1,100ng/mL 3.66 96 100mg/day
1,200ng/mL 4.00 87.5 100mg/day

C, concentration, = &; C/D, concentration-to-dose, s =/2%F D, dose, 2&f
*SENES 5 Y Ol AW BHOE Foiot 22 SHAE 2D 7Y

t 2RAE 8o BH9IS 25mg BIHE XY /YL HRtN AFE N8 B2 AME BTG50 2

C/DHIZ Lz S =85t0 283HAL



Supplementary Table 11. 2M|Ci A HAE O] X7 X|F"
K=z X|== #Hel (ng/mL) ES2 XN=8THY
Stotd Aok (<2)'

22X 1.7 (600/350=1.7) 350 600 Yes
MEZEE 2 (100/50=2) 50 100 No
2| AL 2= 3 (60/20=3) 20 60 No
(Zelmzl &)

ofojMd=zjo|E 3.2 (320/100=3.2) 100 320 No
ofz|m=et&E 3.5 (350/100=3.3) 100 350 No
2axto 4 (80/20=4) 20 80 No
K ZEIA| = 4 (200/50=4) 50 200 No
| E|opm 5 (500/100=5) 100 500 No

AGNP, Arbeitsgemeinschaft flir Neuropsychopharmakologie und Pharmakopsychiatrie;

FDA, Food and Drug Administration; TDM, therapeutic drug monitoring.
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