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Protocol for Adding Lidocaine to Bicillin® L-A for Pain Management 
During Syphilis Treatment 

I. Purpose

The preferred treatment for syphilis without neuroinvolvement is benzathine penicillin G 
(BPG) administered via intramuscular (IM) injection.1 Localized pain with injections is a 
barrier to treatment for some patients. Adding lidocaine to BPG injections can mitigate 
discomfort and improve adherence to injectable penicillin regimens. This protocol 
describes the preparation of Bicillin® L-A with lidocaine for pain management. 

II. Protocol for adding lidocaine to Bicillin® L-A i, ii

For detailed visual instructions documenting the following process, please view this How 
to Prepare Bicillin® L-A with Lidocaine for Pain Control During Treatment for Syphilis 
video.2

Supplies: 

• Pre-filled syringe(s) of Bicillin® L-A 2.4 million units and supplied IM needle(s):
o Option 1 – a divided dose of two 2 mL size, containing 1.2 million units per

syringe (21 gauge, 1.5-inch needle) iii

o Option 2 – a single dose of one 4 mL size, containing 2.4 million units per
syringe (18 gauge, 1.5-inch needle) iv

• Lidocaine 1% without epinephrine – 1 mL total needed v

• Additional syringes (1 or 3 mL) and blunt fill needles for drawing up lidocaine; use
filtered needles if the lidocaine is supplied in a glass ampule

• Sterile container vi (e.g., sterile specimen container or urine cup), mask, and
gloves – these items are the minimum requirements for maintaining appropriate
antiseptic technique while compounding medications for immediate use

i Administration of the compounded solution is the same as Bicillin® L-A alone, and steps should be 
followed as outlined in the package insert.3 Local protocols for medication storage, procedural sterility, 
patient preparation/recovery, and sharps disposal should be followed. 
ii Per USP 797 Guidelines, compounding of the Bicillin® L-A with lidocaine may occur prior to the patient 
visit, but administration must begin within 4 hours of preparation. If administration has not begun within 4 
hours of preparation, it should be safely discarded and not used on the patient. Additionally, if the person 
compounding the solution is different than the person administering it, the syringe must be properly 
labeled.4 
iii If using two 2 mL Bicillin® L-A 1.2 million unit doses, then repeat and administer the second dose on the 
contralateral side. 
iv If using one 4 mL Bicillin® L-A 2.4 million unit dose, follow the above directions but use 1 mL lidocaine 
instead of 0.5 mL. The resulting injection should be 5 mL in volume. Administer the full dose at a single 
injection site. Administering the full dose can be difficult due to the larger volume – for this reason, using 
the two divided doses may have benefit if available.5 
v Multiuse lidocaine vials may be used. Precautions should be taken to maintain sterility and patient 
safety.6 
vi A syringe transfer leur lock device can be used in place of a sterile container for the transfer and mixing 
of lidocaine and Bicillin® L-A. If this method is preferred, please see this video for visual instruction.2

https://www.youtube.com/watch?v=ntP11kQvcok
https://www.youtube.com/watch?v=ntP11kQvcok
https://www.accessdata.fda.gov/drugsatfda_docs/label/2012/050141s231lbl.pdf
https://www.cdc.gov/injection-safety/media/pdfs/Injection-Safety-For-Healthcare-P.pdf
https://www.youtube.com/watch?v=ntP11kQvcok
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Steps: 

1. Set up supplies in a clean workspace and dawn mask and gloves.
2. Place a blunt fill needle on an empty syringe (filtered if using lidocaine ampules).
3. If using two 1.2-million-unit doses, draw 0.5 mL 1% lidocaine into the syringe,

then transfer the lidocaine from the syringe to the sterile container. If using one
2.4-million-unit dose, draw 1.0 mL 1% lidocaine into the syringe, then transfer the
lidocaine from the syringe to the sterile container.

4. Place a blunt fill needle on the pre-filled Bicillin® L-A syringe. Draw up the
lidocaine from the sterile container into the pre-filled syringe.

5. Remove the blunt fill needle and then place the needle supplied in the medication
kit on the pre-filled Bicillin® L-A syringe.

6. Gently rotate the syringe to mix; complete mixing is not necessary prior to
injection.

7. If using two 1.2-million-unit doses, then repeat steps 1-5 for the second dose.
8. Prepare the patient (e.g., position appropriately, sterilize the injection site, etc.)

per local protocol.
9. Administer in the upper, outer quadrant of the buttock as described by the

Bicillin® L-A package insert directions. 3 If using two 1.2-million-unit doses, then
repeat the injection with the second dose on the contralateral side.

III. Additional methods of mitigating pain during Bicillin® L-A IM injections

In addition to adding lidocaine to Bicillin® L-A, clinicians may consider any of the 
following for further pain mitigation:  

• Recommend oral pain relief be taken at least 30 minutes prior to injection(s) –
e.g. an NSAID such as ibuprofen or acetaminophenvii

• Allow Bicillin® L-A to come to room temperature before administration7

• Apply heat (e.g., warm compress) to the injection area prior to sterilization –
should be applied for 2-3 minutes

• Apply a vapocoolant or “cold spray” at the injection site just prior to injection –
can be used after sterilization and should only be applied for a few seconds

• On the injection side, internally rotate the foot
• Apply manual pressure to the injection site for 10 seconds immediately prior to

sterilization and administration8

• Tactile stimulation at non-injection sites to distract the patient – should be applied
immediately before and during the injection

• Use the Z-track technique for injection  109,

• Inject at the ventrogluteal site, rather than the dorsogluteal site
• Inject slowly at a steady rate via a slow push over 2 to 3 minutes

vii While topical lidocaine can be considered, it has been shown to not significantly decreased pain during 
BPG injections.  If used, it should be applied at least 60 minutes prior to the injection to have full effect. 10

https://www.accessdata.fda.gov/drugsatfda_docs/label/2012/050141s231lbl.pdf
https://journals-lww-com.ucsf.idm.oclc.org/nursing/fulltext/2005/07000/Administering_medication_by_the_Z_track_method.18.aspx
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IV. Evidence

Resuspending powdered BPG using lidocaine as a diluent, rather than saline, has been 
proven efficacious in reducing pain during, immediately following, and after injection.11 
Furthermore, adding lidocaine to BPG does not change penicillin pharmacokinetics, with 
similar concentrations being achieved in the body.12, 13 Lidocaine administered by local 
infiltration to provide analgesia is also considered safe during pregnancy and 
compatible with breastfeeding.14 In the U.S., powdered BPG (e.g., Extencilline®) is not 
widely available and the preferred treatment for syphilis is the pre-filled BPG syringe, 
Bicillin® L-A. While no evidence exists for adding lidocaine to Bicillin® L-A, it is widely 
practiced, anecdotally achieves positive results in pain management, and is not 
expected to change penicillin pharmacokinetics. Additionally, mixing of immediate use 
compounded sterile preparations (CPSs), such as Bicillin® L-A with lidocaine, is 
permitted under U.S. Pharmacopeia (USP) 797 Guidelines.  Standardized protocols for 4

resuspension of powdered BPG in lidocaine are easily accessible (see FDA Protocol), 
but few formal protocols exist for administration of lidocaine with pre-filled BPG syringe, 
Bicillin® L-A (see St. Louis STI/HIV Prevention Training Center Guide). 16 As of 2024, 15, 

trials are underway in the U.S. to assess the efficacy of adding lidocaine to Bicillin® L-A 
for pain mitigation. 18  17, 

V. Development and approval of procedures

Procedures should be developed in collaboration between nurses, administration, and 
physician(s) in accordance with Title 16, CCR Section 1474 and reviewed/updated at a 
regular interval as per local policy and standards of practice. 
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