
Lyophilized powder for solution for intravenous infusion
Roviro 250: Each vial contains 250 mg Aciclovir (as sodium)
Roviro 500: Each vial contains 500 mg Aciclovir (as sodium)
General considerations
Aciclovir is a synthetic purine analog that has antiviral activity against herpes simplex virus and varicella-
zoster virus. Resistance of HSV and VZV to Aciclovir has been reported to develop with prolonged or 
repeated therapy with Aciclovir in severely immunocompromised patients. 

Indications
· Herpes genitalis, initial episode— Parenteral Aciclovir is indicated in the treatment of severe initial 
episodes of genital herpes infection in immunocompetent patients and in patients who are unable to take 
(or absorb) oral Aciclovir.
· Herpes simplex—Parenteral [and oral] Aciclovir are indicated in the treatment of initial and recurrent 
mucocutaneous herpes simplex (HSV-1 and HSV-2) infections in immunocompromised patients. 
· Herpes simplex, neonatal infection—Parenteral Aciclovir is indicated in the treatment of neonatal 
herpes simplex virus infections.
· Herpes simplex encephalitis—Parenteral Aciclovir is indicated in the treatment of herpes simplex 
encephalitis in immunocompetent patients.
· Herpes zoster — Parenteral Aciclovir is indicated in the treatment of herpes zoster infections 
(shingles) caused by VZV in immunocompromised patients and disseminated herpes zoster in 
immunocompetent patients.
· Varicella — Parenteral Aciclovir is used in the treatment of varicella infections (chickenpox) caused by 
VZV in immunocompromised patients. 
· Herpes simplex—Parenteral and oral Aciclovir are used in the prophylaxis of herpes simplex virus 
(HSV) infections in patients who are immunocompromised, including transplant patients receiving 
immunosuppressant therapy, human immunodeficiency virus (HIV)-infected patients, and patients 
receiving chemotherapy.
· Herpes zoster—Oral Aciclovir is used in the prophylaxis of herpes zoster infections (shingles) caused 
by VZV, after an initial period of treatment with parenteral Aciclovir, in any immunocompromised patient, 
including transplant patients receiving immunosuppressant therapy, HIV-infected patients, and patients 
receiving chemotherapy.
· Herpes zoster ophthalmicus—Oral and parenteral Aciclovir are indicated in the treatment of herpes 
zoster ophthalmicus.

Precautions while using this medication
· Check with physician if no improvement within a few days
· Keep affected areas clean and dry; wearing loose-fitting clothing to avoid irritation of lesions
· Aciclovir does NOT prevent the transmission of herpes simplex virus to sexual partners
· Herpes genitalis may be sexually transmitted even if partner is asymptomatic; sexual activity 
should be avoided if either partner has signs and symptoms of herpes genitalis; use of a condom 
may help prevent transmission of herpes; however, spermicidal jellies or diaphragms probably 
will not be adequately protective

Pharmacokinetics
Widely distributed into tissues and body fluids. Highest concentrations are found in kidneys, liver, and 
intestines. CSF concentrations are approximately 50% of plasma concentrations. Crosses the 
placenta, also.

Vol  (steady state):D
2 2

· Adults: about 48 liters (L) per square meter of body surface area (m ) (range, 37 to 57 L per m ) 
2· Children and adolescents (1 to 18 years old): Approximately 45 L per m .

2 2
· Neonates (0 to 28 days old): Approximately 28 L per m  (range, 24 to 30 L per m ) 

2· End-stage renal disease: Approximately 41 L per m . 

Protein binding:
Low (9 to 33%)

Biotransformation:
Hepatic; the only major urinary metabolite that has been detected is 9-carboxymethoxymethylguanine, 
which accounts for up to 14.1% of the Aciclovir dose in patients who have normal renal function. This 
metabolite has no known antiviral activity.

Half-life:
Elimination of parenteral Aciclovir:
· Adults with normal renal function: Approximately 2.5 hours.
· Children (29 days to 12 years old): Approximately 2.3 hours.
· Neonates (0 to 28 days old): Approximately 3.8 hours.
· Adults with renal function impairment: 

Aciclovir

250, 500 

Time to peak serum concentration:
End of infusion (approximately 1 hour)

Mean peak serum concentration (steady-state)
Adults—
5 mg per kg (over 1 hour) every 8 hours—9.8 mcg/mL (43.5 micromoles/L).
10 mg per kg (over 1 hour) every 8 hours—22.9 mcg/mL (101.7 micromoles/L).
Children (1 to 18 years old)—

2
250 mg per m  (over 1 hour) every 8 hours—10.3 mcg/mL (45.8 micromoles/L).

2
500 mg per m  (over 1 hour) every 8 hours—20.7 mcg/mL (91.9 micromoles/L).
Neonates (0 to 28 days old)—
5 mg per kg (over 1 hour) every 8 hours—6.8 mcg/mL (30 micromoles/L).
10 mg per kg (over 1 hour) every 8 hours—13.8 mcg/mL (61.2 micromoles/L).

Elimination:
Renal—
Excreted by both glomerular filtration and tubular secretion.
Intravenous: Approximately 62 to 91% excreted unchanged in urine.
Fecal—
Insignificant amounts (< 2%).
Lungs—
Trace amounts in exhaled CO .2

Dialysis—
Hemodialysis: A single 6-hour period of hemodialysis reduces plasma Aciclovir concentrations by 
approximately 60%.
Peritoneal dialysis: Peritoneal dialysis does not substantially alter Aciclovir clearance.
Precautions to Consider
Cross-sensitivity and/or related problems
Patients allergic to Valaciclovir may also be allergic to Aciclovir 
Pregnancy/Reproduction
Fertility—
Impairment of spermatogenesis, sperm motility, or morphology has not been documented in humans 
given the recommended doses of Aciclovir.
Pregnancy—
FDA Pregnancy Category B
Aciclovir crosses the placenta. Aciclovir has been used in all stages of pregnancy, and no adverse 
fetal effects have been reported. Adequate and well-controlled studies in humans have not been 
done. During pregnancy, Aciclovir should be used only if the potential benefit to the mother 
outweighs the potential risk to the fetus.
Breast-feeding
Aciclovir was distributed into the breast milk of patients at concentrations from 0.6 to 4.1 times the 
corresponding plasma concentration. These concentrations would potentially expose the nursing 
infant to a dose as high as 0.3 mg/kg per day. A very small amount of Aciclovir has been measured in 
one nursing infant's urine; no toxicity was observed.

Pediatrics
Limited data are available about the use of oral Aciclovir in children younger than 2 years of age. 
However, no unusual toxicity or pediatrics-specific problems have been observed in studies done in 

2children using doses of up to 3000 mg/m  of body surface area per day and 80 mg/kg per day. 
Intravenous Aciclovir should be used with greater caution in neonates due to their age-related 
decrease in clearance. The half-life and clearance of intravenous Aciclovir in children older than 1 
year of age is similar to that seen in adults with normal renal function.
Geriatrics
Geriatric patients may be more sensitive to the central nervous system effects of Aciclovir. In 
addition, Aciclovir plasma concentrations are higher in geriatric patients compared to younger adults, 
in part due to age-related changes in renal function impairment. Dosage adjustment may be required 
in geriatric patients with underlying renal function impairment. 
Drug interactions and/or related problems
· Nephrotoxic medications (major clinical significance)
concurrent use with oral or parenteral Aciclovir may increase the potential for nephrotoxicity, 
especially in the presence of renal function impairment.
· Probenecid (may decrease renal tubular secretion of intravenous Aciclovir when used 
concurrently, resulting in increased Aciclovir serum and cerebrospinal fluid [CSF] concentrations, 
and, potentially, increased toxicity)
Laboratory value alterations
· Blood urea nitrogen (BUN) and Creatinine, serum (Major clinical significance) — concentrations 
may be increased because of renal tubular obstruction caused by intravenous Aciclovir; no increase 
generally occurs with proper dosage and hydration.
· Liver function tests— serum values may be increased with either oral or parenteral Aciclovir.

Medical considerations/Contraindications
Risk-benefit should be considered when the following medical problems exist
· Dehydration or Renal function impairment, pre-existing— the potential for nephrotoxicity may be 
increased; it is recommended that Aciclovir be administered in a reduced dosage to patients with 
impaired renal function.
· Hypersensitivity to Aciclovir or Valaciclovir
· Neurological abnormalities or
· Prior neurologic reactions to cytotoxic medications— the potential for neurologic side effects may 
be increased.

· Patient monitoring
Blood urea nitrogen (BUN) and Creatinine, serum— concentrations required prior to and during therapy 
since intravenous Aciclovir may be nephrotoxic; if Aciclovir is given by rapid intravenous injection or its 
urine solubility is exceeded, precipitation of Aciclovir crystals may occur in renal tubules; renal tubular 
damage may occur and may progress to acute renal failure. 

Side/Adverse Effects
Note: 
- Acute renal insufficiency may occur due to precipitation of Aciclovir in the renal tubules. It is most likely 
to occur if Aciclovir is given by rapid intravenous injection, concurrently with known nephrotoxic 
medications, to patients who are inadequately hydrated, or to patients with renal function impairment 
without appropriate dosage reduction. However, acute renal failure has also been reported in patients 
receiving oral Aciclovir.
- Thrombotic thrombocytopenic purpura/hemolytic uremic syndrome (TTP/HUS) has occurred in 
immunocompromised patients with high exposures to parenteral Aciclovir and has resulted in death.
- Neuropsychiatric toxicity has been associated with high plasma Aciclovir concentrations—which may 
occur when high doses are used, or when patients with renal function impairment are not given an 
appropriately lowered dose. Neuropsychiatric toxicity may also be more likely to occur in 
immunocompromised patients and geriatric patients.

Those indicating need for medical attention
Ø Incidence more frequent
- Phlebitis or inflammation at the injection site (pain, swelling, or redness at site of injection)
Ø Incidence less frequent
- Acute renal failure (abdominal pain; decreased frequency of urination or amount of urine; increased 
thirst; loss of appetite; nausea; vomiting ; unusual tiredness or weakness)
Ø Incidence rare
- Encephalopathic changes (coma; confusion; hallucinations; seizures; tremors)
- Hematologic abnormalities, such as anemia (unusual tiredness or weakness),  leukocytosis, 
neutropenia or neutrophilia (chills, fever, or sore throat), or thrombocytopenia or thrombocytosis (black, 
tarry stools; blood in urine or stools; pinpoint red spots on skin; unusual bleeding or bruising) — usually 
asymptomatic
- Hematuria (blood in urine)
- Urticaria (hives)
Ø Incidence not determined
- Delirium
- Disseminated intravascular coagulation (DIC) (cyanosis [bluish coloring], especially of the hands and 
feet; bruising at the injection site; persistent bleeding or oozing from puncture sites or mucous 
membranes [bowel, mouth, nose, or urinary bladder])
- Hemolysis
- Hypotension (faintness or lightheadedness)
- Mental obtundation (mental changes)
- Psychosis (mood or mental changes, severe)
Note:  Delirium, mental obtundation, and psychosis may be marked, particularly in older adults.
- Anaphylaxis (changes in facial skin color; coughing; difficulty in breathing or swallowing; dizziness or 
feeling faint, severe; fast heartbeat; rash, itching, or hives; sense of agitation or uneasiness; swelling of 
eyelids, face, or lips)
- Anemia (pale skin; unusual tiredness or weakness).
- Angioedema (large, hive-like swelling on face, eyelids, lips, tongue, throat, hands, legs, feet, sex 
organs ) 
- Ataxia (shakiness and unsteady walk; clumsiness, unsteadiness, or other problems with muscle control 
or coordination) 
- Confusion
- Consciousnesss, decreased
- Elevated liver function tests—asymptomatic
- Encephalopathy (blurred vision; confusion; dizziness; mood or mental changes; seizures; unusual 
tiredness or weakness) 
- Fever
- Hallucinations (seeing, hearing, or feeling things that are not there)
- Hyperbilirubinemia (yellow eyes or skin) 
- Leukopenia (chills, fever, or sore throat) — usually asymptomatic
- Lymphadenopathy (swollen, painful, or tender lymph nodes [glands] in neck, armpit, or groin)
- Peripheral edema (swelling of hands, feet, or lower legs)
- Seizures
- Skin reactions, such as erythema multiforme, pruritus, rash, Stevens-Johnson syndrome, toxic 
epidermal necrolysis, or urticaria (blistering, peeling, or loosening of skin; muscle cramps, pain, or 
weakness; red or irritated eyes; skin rash, itching, or hives; sore throat, fever, or chills; sores, ulcers, or 
white spots in mouth or on lips )
- Tremors (shakiness)
- Visual abnormalities (changes in vision)
Those indicating need for medical attention only if they continue or are bothersome
Ø Incidence more frequent
- Gastrointestinal disturbances (nausea or vomiting)—incidence approximately 7% with parenteral 
Aciclovir
- Malaise (general feeling of discomfort or illness)—incidence 11%
Ø Incidence less frequent
- Gastrointestinal disturbances (diarrhea; nausea or vomiting) — with oral Aciclovir
- Headache
- Lightheadedness

Ø Incidence not determined
- Agitation
- Alopecia (loss of hair)
- Dizziness
- Myalgia (muscle pain)
- Paresthesia (burning, prickling, or tingling sensations)
- Somnolence (drowsiness)
Note: Agitation, dizziness, paresthesia, and somnolence may be marked, particularly in older adults. 

Overdose
In general, Aciclovir has a broad therapeutic index and excessive doses are well-tolerated. There are 
limited data regarding Aciclovir intoxication, and there are no reports in peer-reviewed literature on 
serious toxic effects following an overdose of Aciclovir. 
· Nephrotoxicity (crystallization of Aciclovir within renal tubules; elevation of serum creatinine, 
transient) and Neurotoxicity (coma; hallucinations; lethargy; seizures; tremors) have been reported 
as clinical effects of Aciclovir intoxication. Nephrotoxicity and neurotoxicity usually resolve after 
cessation of Aciclovir therapy. However, there is no well-defined relationship between Aciclovir 
concentrations in the blood and these adverse effects. Therefore, additional factors other than 
elevated Aciclovir concentrations may account for these effects.
Treatment of overdose
Treatment is supportive. Adequate urine flow should be maintained to prevent precipitation of 
Aciclovir in the renal tubules. Hemodialysis is generally not recommended because even very large 
overdoses do not usually result in major toxicity.
Supportive care—Patients in whom intentional overdose is confirmed or suspected should be 
referred for psychiatric consultation.

General Dosing Information
· Aciclovir for injection should be administered by intravenous infusion only. It should not be 
administered topically, intramuscularly, orally, subcutaneously, or ophthalmically.
· Intravenous infusions of Aciclovir should be administered at a constant rate over at least a 1-hour 
period to avoid renal damage. Rapid injection must be avoided since precipitation of Aciclovir crystals 
in the renal tubules may occur and may result in acute renal failure. Also, precipitation of Aciclovir 
crystals in renal tubules and resulting renal damage may occur if the maximum water solubility of 
free Aciclovir (2.5 mg/mL at 37 °C) is exceeded.
· Obese patients should be dosed based on ideal body weight.
· Patients should be adequately hydrated to reduce the risk of renal damage. Since maximum 
urinary concentrations of Aciclovir are achieved within 2 hours, patients must be adequately hydrated 
during this period to prevent precipitation of Aciclovir in renal tubules.
· Abnormal renal function (decreased creatinine clearance) can occur as a result of Aciclovir 
administration and depends on the patient's state of hydration, other treatments and the rate of drug 
administration. Concomitant use of other nephrotoxic drugs, pre-existing renal disease, and 
dehydration make further renal impairment more likely.
· The dose of Aciclovir should be adjusted so that a dose is repeated after hemodialysis, since each 
6-hour hemodialysis period results in approximately a 60% reduction in Aciclovir plasma 
concentrations. No additional dosing is required for peritoneal dialysis patients.
Usual adult and adolescent dose
üGenital herpes infections, severe, initial episode
Intravenous infusion, 5 mg (base) per kg of body weight every eight hours for five days. 
Administer at a constant rate over at least a one-hour period.

üHerpes simplex (HSV-1 and HSV-2) infections, mucocutaneous, in immunocompromised patients
Intravenous infusion, 5 mg (base) per kg of body weight every eight hours for seven days. Administer 
at a constant rate over at least a one-hour period.

üHerpes simplex encephalitis
Intravenous infusion, 10 mg (base) per kg of body weight every eight hours for ten days. Administer 
at a constant rate over at least a one-hour period.

üHerpes zoster, caused by varicella zoster virus, in immunocompromised patients
Intravenous infusion, 10 mg (base) per kg of body weight every eight hours for seven days. 
Administer at a constant rate over at least a one-hour period.
Note: Adults with acute or chronic renal impairment require a reduction in dose and/or dosing interval 
as follows

Usual adult prescribing limits
20 mg per kg of body weight, every 8 hours.

Usual pediatric dose
üGenital herpes infections, severe, initial episode 
- Infants and children up to 12 years of age: Intravenous infusion, 250 mg (base) per square meter of 
body surface area every eight hours for five days. Administer at a constant rate over at least a one-
hour period. 
- Children 12 years of age and over: See usual adult and adolescent dose.

üHerpes simplex (HSV-1 and HSV-2) infections, mucocutaneous, in immunocompromised patients
- Infants and children up to 12 years of age: Intravenous infusion, 10 mg (base) per kg of body weight 
every eight hours for seven days. Administer at a constant rate over at least a one-hour period.
- Children 12 years of age and over: See Usual adult and adolescent dose.
ü Herpes simplex infections , neonatal
- Infants from birth to 3 months of age: Intravenous infusion, 10 mg (base) per kg of body weight 

every eight hours for ten days. Administer at a constant rate over at least a one-hour period.
Note: Intravenous doses of 15 or 20 mg (base) per kg of body weight every eight hours, 

administered at a constant rate over at least a one-hour period, have been used; however, the safety 

and efficacy of these doses have not been established.

ü Herpes simplex encephalitis
- Infants 3 months and older and children up to 12 years of age: Intravenous infusion, 20 mg (base) 

per kg of body weight every eight hours for ten days. Administer at a constant rate over at least a 

one-hour period.
- Children 12 years of age and older: See usual adult and adolescent dose.

ü Herpes zoster, caused by varicella zoster virus, in immunocompromised patients
- Children up to 12 years of age: Intravenous infusion, 20 mg (base) per kg of body weight every 

eight hours for seven days. Administer at a constant rate over at least a one-hour period.

- Children 12 years of age and older: See usual adult and adolescent dose.
Note: Patients with acute or chronic renal impairment require a reduction in dose and/or dosing 

interval as follows:

Usual pediatric prescribing limits
20 mg per kg of body weight every eight hours.

Storage:
Prior to reconstitution, store below 30°C and protect from light.
Keep out of reach and sight of children.
Preparation of the dosage form:
To prepare initial dilution for intravenous infusion, add 10 mL of sterile water for injection or Sodium 

Chloride intravenous injection 0.9% (w/v) to each vial, to provide a concentration of 25 mg/mL 

(Roviro 250) or 50 mg/mL (Roviro 500). Do not use bacteriostatic water for injection containing 

benzyl alcohol or parabens. To ensure complete dissolution, shake vial well until solution is clear. 

The resulting solution should be further diluted with a suitable diluent (Sodium Chloride Intravenous 

Infusion (0.45% or 0.9% w/v)). Final concentrations of 7 mg per mL or less are recommended. Higher 

concentrations (e.g., 10 mg per mL) may cause phlebitis or inflammation at the injection site upon 

inadvertent extravasation.

Incompatibilities:
Aciclovir for injection is incompatible with biological or colloidal solutions (e.g., blood products, 

protein-containing solutions).
Parabens are incompatible with Aciclovir for injection and may cause precipitation.

Reference: FDA Label 

Creatinine clearance (mL/min)

>  80
50-80
15–50
Anuric
During hemodialysis
Continuous ambulatory peritoneal dialysis 

Half-life (hr) 

2.5
3
3.5 
19.5
5.7
14–18 

Creatinine clearance (mL/min)

> 50
25–50
10–25
0–10

Dosing interval (hr)

8 
12
24
24 

Dose (base)

100%
100%
100% 
50% 

Creatinine clearance (mL/min/1.73 m^2)

> 50
25–50
10–25
0–10

Dosing interval (hr)

8 
12
24
24 

Dose (base)

100%
100%
100% 
50% 
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